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The invention relates to phosphonate-substituted carbamates I and cyclic 
ureas II {wherein A - Al, A2, or V3 with the proviso that at least one of 
A - All Al - [Y2(CR2R2)1-12]0-12Y2V6; A2 - (Y2 (CR2R2) 1-12) 0-12Y2V3; V3 - 
substituted (hetero)cyclyl, R5. C(Y1)RS, C(Y1)V5, S02R5, or S02V5; V5 - 
substituted (hetero) cyclyl; V6 - triphosphono-substituted V3; Yl - O, S, 
N(Rh), N(0)(Rx), N(ORx). N(0)(ORx), or N(N(Rx)2); Y2 - independently a 
bond, O, N(Rx), N(0)(Rx), N(ORx), N(0)(0Rx), N(N(Rx)2), SOO-2, or 
SO0-2SO0-2; Rx =- independently H, Rl. V3, a protecting group, etc.; Rl - 
independently H or alkyl; R2 - independently H, Rl, halo, CN, N3, N02, Yl. 
Rx, N(Rx)2, S0-2Rx, substituted alkyl, alkenyl, alkynyl, etc.; R3 - halo, 
CN, N3, N02, Yl, Rx. N{Rx)2, SRx, SORx, S02Rx. OC(Yl)Rx, OC(Yl)ORx. 
C(Yl)Rx, etc. with provisos; R5 - substituted alkyl, alkenyl. or alkynyl; 
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or pharmaceutical^ acceptable salts, hydrates, and formulations thereof) 
and other phosphonate-substituted analogs of HIV protease inhibitors for 
treating AIDS and other antiviral infections, as well as for use in assays 
for the detection of HIV protease. Compds. of the invention inhibit 
reverse transcriptase activity and have improved intracellular half-life 
compared to analogs not having the phosphonate or phosphonate prodrug. 
Libraries of such compds. were screened optionally using the novel enzyme 
GS-7340 ester hydrolase. Compns. and methods relating to GS-7340 ester 
hydrolase also are provided. Examples include prepns. for non-nucleoside 
phosphonate protease inhibitors. In addn., extensive biol. data regarding 
PBMC uptake and metab. , serum stability, and alk. phosphatase protease 
inhibitor (ALPPI) activity of selected phosphonate-substituted prodrugs is 
presented. For instance, a 9-step reaction sequence starting from 
N-tert-butoxycarbonyl-O-benzyl-L-tyrosine provided III (Ki £10 pM 
for ALPPI activity). The synthesis involved multiple protection and 
deprotection steps along with coupling reactions using isobutylamine, 
(3R,3aR,6aS)-hexahydrofuro[2,3-b]furan-2-yl 4-nitrophenyl carbonate, and 
dibenzyl hydroxymethylphosphonate. 

IT 622B71-38-9P 622871-39-0P 622871-40-3P 
622B71-41-4P 622871-42-5P 622B71-43-6P 
622871-44-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(protease inhibitor; preparation of phosphonate-substituted HIV protease 
inhibitors for treatment of AIDS and other viral infections) 
RN 622871-38-9 CAPLUS 

CN Benzamide, N-[ (IS, 2R) -3-[ [ (4-aminophenyl) sulfonyl) (2-oethylpropyl) amino) -1- 
[ {4-{ (diphenylphosphinyl)methoxy) phenyl) methyl) -2-hydroxypropylJ -3-hydroxy- 
4-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 



RN 622871-39-0 CAPLUS 

CN Phosphonic acid, [ {4- [ (2S. 3R) -4- [[ (4-aminophenyl) sulfonyl) (2- 
methylpropyl) amino) -3-hydroxy-2- [ (3-hydroxy-4- 

methylbenzoyl) amino] butyl) phenoxy) methyl)- (9CI) (CA INDEX NAME) 
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OH 



RN 622871-40-3 CAPLUS 

CN Phosphonic acid, [ [4-[ (2S, 3R) -4-[ ( (4-aminophenyl) sulfonyl) (2- 
methylpropyl) amino] -3-hydroxy-2- [ (3-hydroxy-4- 

me thy lbenzoyl) ami no) butyl] phenoxy } raethy 1] -. bis (phenylmethyl) ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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CN Benzamide, N-( (IS, 2R) -3- ([ (4-aminophenyl) sulfonyl) (2-methylpropyl) amino) -1- 
[ (4-{ (diphenylphosphinyl) methoxy] phenyl] methyl} -2-hydroxypropyl] -3-hydroxy- 
2-methyl- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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RN 622971-42-5 CAPLUS 

CN Phosphonic acid. ( (4- ( <2S, 3R) -4-( I (4-aninophenyl) sulfonyl] (2- 
me thy lp ropy 1) amino) -3-hydroxy-2- [ (3-hydroxy-2- 

methylbenzoyl) amino) butyl] phenoxy) methyl] -, diphenyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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CN Phosphonic acid, [ (4- [ (2S, 3R) -4-{ ( (4-aminophenyl) sulfonyl] (2- 
methylpropyl) am no] - 3- hyd roxy- 2- { ( 3-hydroxy-2- 

nethylbenzoyl) amino] butyl] phenoxy] methyl]- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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CH Phosphonic acid. { [4-( (2S. 3R) -4-{ ( (4-aainophenyl) sulfonyl] (2- 
nethylpropyl) aaino) -3-hydrojry-2-{ (3-hydroxy-2- 

oe thylbenzoyljasdno) butyl] phenoxy) me thyll-, bis (phenylmethyl) ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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P 20040315 


AB Corapns. and methods 


for 


identifying 


agents that inhibit 


protease activity 



are provided. In particular, polynucleotides, recombinant expression 
vectors, and host cells are provided that may be used in a bacterial 
cell-based assay for identifying agents that are inhibitors of protease 
activity, such as inhibitors of HIV protease activity. The bacterial 
cells express a precursor of a protease and encode a reporter polypeptide 
that contains a protease recognition sequence, which can be cleaved by the 
mature, catalytically active protease such that the reporter activity of 
the reporter polypeptide is decreased or eliminated. 
IT 159005-75-1P 159005-76-2P 159006-42-5P 
159006-43-6P 159006-45-BP 159006-46-9P 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study) ; PREP (Preparation); USES 
(Uses) 

(protease inhibitor screening assay using polynucleotide encoding 
protease precursor and reporter polypeptide with protease recognition 
sequence) 
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CN Benzamide. N-[ ( IS, 2R) -2-hydroxy-3- [ [ ( 4 -me thoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl) -2, 6-dimethyl- (9CI) (CA INDEX 
NAME) 



L4 ANSWER 2 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 




RN 159005-76-2 CAPLUS 

CN Benzamide, N-( (IS, 2R) -2-hydroxy-3- [ [ (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl)propyl] -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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CN Benzamide, N-f (IS, 2R) -2-hydroxy-3- [ ( (4-methoxyphenyl) sulfonyl] (2- 

me thy lp ropyl) ami no] -1- (phenylmethyl ) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Benzamide, N- [ (IS, 2R) -2-hydroxy-3- [ ( (4-methoxyphenyl) sulfonyl) (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -3 -methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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CM Benzaaide, N- { (IS, 2R) -2- hydroxy- 3- ( [ ( 4 -ce thoxyphenyl) sulf onyl] (2- 

oe thy lpropyl) amino) -1- (phenyloethyl) propyl) -2-oethoxy- (9CI) (CA INDEX 
KANE) 

Absolute stereocheaistry. 
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CN Benzamide, N- [ (IS, 2R) -2- hydroxy- 3- 1 [ (4 -me thoxyphenyl) sulf onyl) (2- 

mthylpropyl) amino] -1- (phenyloethyl) propyl) -3-nethoxy- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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CN Benzamide, 3-hydroxy-N- [ (IS, 2R) -2-hydroxy-3- [[ (4-oethoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl) -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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CN Benzaaide. 2-hydroxy-H-[ (IS, 2B) -2-hydroxy-3- ( { (4-o« thoxyphenyl) sulfonyl] (2- 
oethylpropyl)aaino)-l- (phenyloethyl) propyl)- (9CI) (CA INDEX NAME) 

Absolute stereocheaistry. 
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CN Benzaaide, 3-hydroxy-N- ( (IS, 2R) -2-hydroxy-3- ( ( ( 4 -ne thoxyphenyl) sulfonyl) (2- 
aethylpropyl)aaino]-l- (phenylme thyl) propyl] - (9CI) (CA INDEX NAME) 

Absolute stereocheaistry. 
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CN Benzamide, 4- (1, 1 -dime thyle thyl) -N- [ (IS, 2R) -2 -hydroxy- 3- [ [ (4 - 

me thoxyphenyl) sulfonyl] (2-methylpropyl) amino] -1- (phenyloethyl) propyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 738622-24-7 CAPLUS 

CN Benzaaide, N- [ (IS, 2R) -2-hydroxy-3- [ ( (4 -me thoxyphenyl) sulfonyl) (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -4- (trif luorooethyl) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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CN Benzaaide, 2, 3-dihydroxy-N- ( (IS, 2R) -2-hydroxy-3- ( ( («- 

me thoxyphenyl) sulfonyl] (2-methylpropyl) amino] -1- (phenyloethyl) propyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 738622-26-9 CAPLUS 

CN Benzamide, 2-hydroxy-N- [ (IS , 2R) -2- hydroxy- 3- [ [ (4 -me thoxyphenyl) sulfonyl) (2- 
oethylpropyl) amino] -1- (phenylmethyl) propyl] -3-methyl-6- (1-methylethyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Ph 




RN 738622-28-1 CAPLUS 

CN Benzaaide. 3-chloro-N- [ (IS, 2R) -2-hydroxy-3- [ [ (4 -me thoxyphenyl) sulfonyl] (2 
methylpropyl) amino) -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 
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RN 738622-29-2 CAPLUS 

CN Benzamide, 3, 5-dihydroxy-N- [ (IS, 2R) -2-hydroxy-3- I t (4- 

me thoxyphenyl) sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 



RN 738622-32-7 CAPLUS 

CN Benzamide, 4-cyano-N- ( (IS, 2R) -2-hydroxy-3- [ ( ( 4 -me thoxyphenyl) sulf onyl] (2- 
methylpropyl) amino) -1- (phenylmethyl) propyl)- (9CI) (CA INDEX NAME) 

Absolute stereocheaistry. 




RN 738622-33-8 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2- hydroxy- 3- [ { (4 -me thoxyphenyl) sulfonyl] (2- 

oethylpropyl) amino] -1- (phenylmethyl) propyl] -3, 4-dimethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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He 



RN 73B622-34-9 CAPLUS 

CN Benzanide. N-( (IS, 2R) -2-hydroxy-3- { ( (4-nethoxyphenyl) sulf onyl] (2- 

methylpropyl)anino)-l- (phenylnethyl) propyl] -2, 5-dinethoxy- (9CI) <CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 738622-36-1 CAPLUS 

CN Benzanide, N- ( ( IS , 2R) -2- hydroxy- 3- { ( (4 -methoxyphenyl ) sulf onyl) (2- 

oethylpropyl) ami noj -1- (phenylmethyl) propyl) -4 -nitro- (9CI ) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 738622-37-2 CAPLUS 

CN Benzanide, 2-hydroxy-N- [ (IS, 2R) -2-hydroxy-3- ( { (4-methoxyphenyl) sulf onyl] (2- 
nethylpropyl) amino] - 1- (phenylmethyl) propyl] -3-nethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 738622-38-3 CAPLUS 

CN Benzanide. N-( (IS, 2R) -2-hydroxy-3- [ I (4-cethoxyphenyl) sulf onyl] (2- 

Eethylpropyl)anino)-l- (phenylnethyl) propyl] -2. 4. 6-trinethyl- (9CI) (CA 
INDEX NAME) 

Absolute stereocheaistry. 




RN 738622-39-4 CAPLUS 

CN 1,2-Benzenedicarboxanide, N- [ (IS, 2R) -2- hydroxy- 3- (1(4- 

methoxyphenyl) sulf onyl] (2-methylpropyl) and no] -1- (phenylmethyl) propyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 866821-68-3 CAPLUS 

CN Benzamide, 2-hydroxy-N- [ ( IS, 2R) -2- hydroxy- 3- ( [ ( 4 -methoxyphenyl) sulf onyl] (2- 
methylpropyl) anino] -1- (phenylmethyl) propyl] -6-methyl-3- (1-methylethyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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inhibitors and methods for identifying anti-HIV 
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AB The invention relates to phosphonate-substi tuted carbamates I and cyclic 
ureas II [wherein A ■ Al, A2 , or V3 with the proviso that at least one of 
A - Kit Al - [Y2(CR2R2)1-12]0-12Y2V6; A2 - [Y2 (CR2R2) 1-12J0-12Y2V3; V3 - 
substituted (hetero) cyclyl, R5, C(Y1)R5, C(Y1)M5, S02R5, or S02V5; W5 - 
substituted (hetero) cyclyl; V6 - triphosphono-substituted V3; Yl - O, S, 
N<Rx), N(0)(Rx), N(ORx), N(0)(ORx>, or N(N(Rx)2); Y2 - independently a 
bond, O, N(Rx), »(0)(Rx), N(ORx), N(0)(ORx), N(N(Rx)2). SO0-2, or 
SOO-2SOO-2; Rx - independently H, Rl, V3, a protecting group, etc.; Rl » 
independently H or alkyl; R2 - independently H, Rl, halo, CN, N3, N02. Yl. 
Rx, N(Rx)2, S0-2Rx, substituted alkyl, alkenyl. alkynyl, etc.; R3 - halo, 
CN, N3, N02. Yl, Rx, N(Rx)2. SRx, SORx. S02Rx, OC(Yl)Rx, OC(Yl)ORx, 
C(Yl)Rx, etc. with provisos; RS - substituted alkyl, alkenyl, or alkynyl; 
or pharmaceutical ly acceptable salts, hydrates, and formulations thereof] 
and other phosphonate-substi tuted analogs of HIV protease inhibitors for 
treating AI0S and Other antiviral infections, as well as for use in assays 
for the detection of HIV protease. Coapds. of the invention inhibit 
reverse transcriptase activity and have improved intracellular half-life 
compared to analogs not having the phosphonate or phosphonate prodrug. 
Libraries of such corapds. were screened optionally using the novel enzyme 
GS-7340 ester hydrolase. Coopns. and methods relating to GS-7340 ester 
hydrolase also are provided. Examples include prepns. for non-nucleoside 
phosphonate protease inhibitors. In addition, extensive biol. data 

regardi ng 

PBMC uptake and metabolism, serum stability, and alkaline phosphatase 
protease 

inhibitor (ALPPI) activity of selected phosphonate-substi tuted prodrugs is 
presented. For instance, a 9-step reaction sequence starting from 
N-tert-butoxycarbonyl-O-benzyl-L- tyrosine provided III (Ki £10 pM 
for ALPPI activity) . The synthesis involved multiple protection and 
deprotection steps along with coupling reactions using isobutylamine, 
(3R, 3aR, 6aS) -hexahydrofuro[2, 3-b] furan-2-yl 4 -ni trophenyl carbonate, and 
dibenzyl hydroxymethylphosphonate. 
IT 622B71-3B-9P 622871-39-OP 622871-40-3P 
622671-41-4P 622B71-42-5P 622871-43-6P 
622871-44-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 



L4 AHSVER 3 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
(Uses) 

(protease inhibitor; prepn. of phosphonate-substi tuted HIV protease 
inhibitors for treatment of AIDS and other viral infections) 
RN 622871-38-9 CAPLUS 

CN Benzaaide. N- ( (IS, 2R) -3- [ { (4 -ami nophenyl) sulfonyl) (2-oe thy Ipropyl) amino) -1- 
| f4-[ (diphenylphosphinyl)pethoxy) phenyl} methyl) -2-hydroxypropylj -3-hydroxy- 
4-nethyl- (9C!) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 



RN 622871-39-0 CAPLUS 

CN Phosphonic acid, [ (4- [ (2S, 3R) -4- [ ( ( 4 -ami nophenyl) sulfonyl} (2- 
aethy Ipropyl) amino} -3-hydroxy-2- [ (3-hydroxy-4- 

oethylbenzoyl) amino} butylj phenoxy} methyl)- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




OH 



UN 622871-40-3 CAPLUS 

CN Phosphonic acid, { (4- ( (25, 3R) -4 -{(( 4 -ami nophenyl) sulfonyl] (2- 
methy Ipropyl) amino] -3-hydroxy-2- ( (3-hydroxy-4- 

methylbenzoyl) amino) butyl] phenoxy] raethyl]-, bis (phenylmethyl) ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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OH 



RN 622871-41-4 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -3- [ [ (4-aminophenyl) sulfonyl] (2-methylpropyl) amino) -1- 
t (4- [ (diphenylphosphinyl)methoxy] phenyl] methyl] -2- hydroxypropyl] -3-hydroxy- 
2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




„ RN 622871-42-5 CAPLUS 

CN Phosphonic acid. ( [4- [ (2S. 3R) -4- [[ (4-aminophenyl) sulfonyl) (2- 
methylpropyl) amino] -3-hydroxy-2- [ ^-hydroxyz- 
ine thylbenzoyl) amino] butyl] phenoxy) methyl] -, diphenyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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OPh 




RN 622871-43-6 CAPLUS 

CN Phosphonic acid. ( (4- [ (2S, 3R) -4- ([ (4-aminophenyl) sulfonyl] (2- 
methy Ipropyl) amino] -3-hydroxy-2- ( (3-hydroxy-2- 

methylbenzoyl) amino] butyl] phenoxy] methyl)- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




RN 622871-44-7 CAPLUS 

CN Phosphonic acid, [ [4- ( (2S, 3R) -4- [( (4-aminophenyl) sulfonyl] (2- 
methylpropyl) amino] -3- hydroxy- 2- [ ( 3 -hydroxy- 2- 

methylbenzoyl) amino] butyl] phenoxy) methyl]-, bis (phenylmethyl) ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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KR 2003-6B187 




A 20031001 



OTHER SOURCE (S): MARPAT 14 2:373564 



• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [A - H. halo. CN, etc.; Rl-3 - allcyl, etc.; X - 

substituted allcyl. oxazolyl, etc.] are prepared For instance, II is 
prepared 

in 5 steps from (2R, 4S. SS) -4- ( ( ter t-butyldimethylsilyl) oxy) -5- ( (3- (1, 1- 
dioxoisothiazolidin-2-yl) benzoyl) amino] -2, 7-dimethyloctanoic acid 
(preparation 

given), 4- ( ( (tert-butoxycarbonyl)amino)methyl)benzoic acid, benzyl 
bromide. N-BocAlanine. IC50 against P-secretase for compds. of the 
invention is in the range of 0.5 - 50 mM. I are useful for the 
treatment of Alzheimer's disease and related diseases caused by production 

of 

beta- amyloid. 
IT B49409-24-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use): BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of sulfone amide derivs. as inhibitors of P-secretase) 
RN B49409-24-1 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2 -hydroxy- 1 - (phenylmethyl) -3- 

[ (phenylsulfonyl) amino] propyl] -3-{methyl[ (phenylmethyl) sulf onyl] amino] - 
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(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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ACCESSION NUMBER: 2004:551547 CAPLUS 

DOCUMENT NUMBER: 141:18464 3 

TITLE: Model system for high-throughput screening of novel 

human immunodeficiency virus protease inhibitors in 
Escherichia coli 

AUTHOR(S): Cheng, Ting-Jen; Brik, Ashraf; Vong, Chi-Huey; Kan, 

Chen-Chen 

Keck Graduate Institute of Applied Life Sciences, 
Claremont, CA, 91711, USA 

Antimicrobial Agents and Chemotherapy (2004), 48(7), 
2437-2447 

CODEN: AMACCQ; ISSN: 0066-4804 
American Society for Microbiology 
Journal 
English 

Novel human immunodeficiency virus (HIV) protease inhibitors are urgently 
needed for combating the drug-resistance problem in the fight against 
AIDS. To facilitate lead discovery of HIV protease inhibitors, we have 
developed a safe, convenient, and cost-effective Escherichia coli-based 
assay system. This E. coli-based system involves coexpression of an 
engineered B-galactosidase as an HIV protease substrate and the HIV 
protease precursor comprising the transframe region and the protease 
domain. Autoprocessing of the HIV protease precursor releases the mature 
HIV protease. Subsequently, the HIV protease cleaves p- 
galactosidase, resulting in a loss of the p-galactosidase activity, 
which can be detected in high-throughput screens. Using Food and Drug 
Administration-approved HIV protease inhibitors, this E. coli-based system 
is validated as a surrogate screening system for identifying inhibitors 
that not only possess inhibitory activity against HIV protease but also 
have solubility and permeability for in vivo activity. The usefulness of 

E. coli-based system was demonstrated with the identification of a novel 
HIV protease inhibitor from a library of compds. that were prepared by an 
amide-forming reaction with transition-state analog cores. A novel 
inhibitor with a sulfonamide core of amprenavir, E2, has shown good 
correlation with the in vitro enzymic assay and in vivo E. coli-based 
system. This system can also be used to generate drug resistance profiles 
that could be used to suggest therapeutic uses of HIV protease inhibitors 
to treat the drug-resistant HIV strains. This simple yet efficient E. 
coli system not only represents a screening platform for high-throughput 
identification of leads targeting the HIV proteases but also can be 
adapted to all other classes of proteases. 
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159006- 43-6 159006-45-9 159006-46-9 
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RL: PAC (Pharmacological activity); THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(model system for high-throughput screening of HIV protease inhibitors 
in Escherichia coli) 
159005-75-1 CAPLUS 

Benzamide, N- [ (IS, 2R) -2- hydroxy- 3- [ ( (4 -methoxyphenyl) sulf onyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -2. 6-dimethyl- (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 
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RN 159005-76-2 CAPLUS 

CN Benzaaide. N- [ (IS, 2R) -2-hydroxy-3- ( ( (4-oethoxyphenyl) sulfonyl] (2- 

nethylpropyl)aaino)-l-(phenylnethyl)propylJ-2-oethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereocheaistry. 




RN 159006-42-5 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2-hydroxy-3-H (4-oethoxyphenyl) sulfonyl) (2- 
nothylpropyl) amino] -1- (phenyloethyl) propyl}- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-43-6 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2- hydroxy- 3- [ ( (4-methoxyphenyl) sulfonyl) (2- 

methylpropyl) amino] -1- (phenylraethyl) propyl] -3-roethyl- (9CI ) (CA INDEX 
NAME) 

Absolute stereochemistry. 




Me 



RN 1S9O06-4S-8 CAPLUS 

CN Benzaaide, N- [ (IS, 2R) - 2 -hydroxy- 3- ( ( (4-oethoxyphenyl) sulfonyl] (2- 

oethylpropyl) aaino] -1- (phenylaethyl) propyl] -2-oethoxy- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159006-46-9 CAPLUS 

CN Benzaaide, N- [ (IS, 2R) -2-hydroxy-3-( ( (4-oethoxyphenyl) sulfonyl] (2- 

oethylpropyl) aaino) -1- (phenyloethyl) propyl] -3-methoxy- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




OMe 



RN 169260-40-4 CAPLUS 

CN Benzamide. 3-hydroxy-N- ( (IS, 2R) -2-hydroxy-3- [ { (4-methoxyphenyl) sulfonyl) (2 
oethylpropyl) amino] -1- (phenyloethyl) propyl) -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 175659-59-3 CAPLUS 

CN Benzamide, 2-hydroxy-N- [ (IS, 2R) -2-hydroxy-3- [ [ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenyloethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 738622-21-4 CAPLUS 

CN Benzamide, 3-hydrony-N- { (IS, 2R) -2- hydroxy- 3- { [ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino]-!- (phenylraethyl) propyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 738622-23-6 CAPLUS 

CN Benzamide, 4- (1, 1-dimethylethyl) -N-( (1S,2R) -2- hydroxy- 3- ( ( (4- 

methoxyphenyl) sulfonyl] (2-raethylpropyl) amino] -1- (phenylmethyl) propyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 738622-24-7 CAPLUS 

CN Benzamide, N- ( (IS, 2R) -2-hydroxy-3- { { (4-methoxyphenyl) sulfonyl] (2- 

oethylpropyl) amino) -1- (phenyloethyl) propyl] -4- (trif luorooethyl) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 738622-25-8 CAPLUS 

CN Benzamide, 2, 3-dihydroxy-N- [ (IS, 2R) -2-hydroxy-3- [ { (4- 

methoxyphenyl) sulfonyl] (2-oethylpropyl) amino] -1- (phenylraethyl) propyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 738622-26-9 CAPLUS 

CN Benzamide, 2-hydroxy-N- [ (IS, 2R) -2-hydroxy-3- [[ (4 -methoxyphenyl) sulfonyl] (2- 
me thylp ropy 1) amino] -1- (phenylmethyl) propyl] -3-oethyl-6- (1-methylethyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 738622-28-1 CAPLUS 

CN Benzamide, 3-chloro-N- [ (IS, 2R) -2-hydcoxy-3- ( I (4 -methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino) -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Ph 




RN 738622-29-2 CAPLUS 

CM Benzamide, 3. S-dihydroxy-N- { (IS, 2R) -2- hydroxy- 3- [ { (4- 

nethaxyphenyl) sulfonyl] (2-nethylpropyl) anino] -1- (phenylnethyl) propyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 



RN 73B622-30-5 CAPLUS 

CN Benzamide. 2-hydroxy-N- 1 (IS. 2R) -2-hydroxy-3- [ [ (4-oethoxyphenyl) sulfonyl] (2- 
oethylpropyl) amino) -1- (phenyloethyl) propyl] -6-methyl-3-propyl- (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 738622-32-7 CAPLUS 

CN Benzamide, 4-cyano-N-{ (1S.2R) - 2- hydroxy- 3- ( [ (4-oethoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl]- (9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 738622-33-8 CAPLUS 

CN Benzanide, N-{ (1S.2R) -2-hydroxy-3- [ [ (4-oethoxyphenyl) sulfonyl] (2- 

oethylpropyl) amino] -1- (phenylmethyl) propyl] -3. 4 -dimethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




Me 



RN 738622-34-9 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2- hydroxy- 3- [ f (4 -met hoxyphenyl) sulfonyl J (2- 

oethylpropyl) amino] -1- (phenylmethyl) propyl] -2. 5-dioethoxy- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 738622-36-1 CAPLUS 

CN Benzaoide, N- ( (IS, 2R) -2-hydroxy-3- ( ( (4-oethoxyphenyl) sulfonyl] (2- 

methylpropyl) anino] -1- (phenylmethyl) propyl] -4-nitro- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 738622-37-2 CAPLUS REFERENCE COUNT: 34 THERE ARE 34 CITED REFERENCES AVAILABLE FOR THIS 

CN Benzamide, 2-hydroxy-N- [ (IS, 2R) -2-hydroxy-3- [[ (4-methoxyphenyl) sulfonyl] (2- RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

methylpropyl) ami no] -1- (phenylmethyl) propyl] -3-oethyl- (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 




RN 738622-38-3 CAPLUS 

CN Benzamide, N-[ (IS, 2R) -2-hydroxy-3- ( [ (4-methoxyphenyl) sulfonyl] (2- 

oethylpropyl) amino] -1- (phenylmethyl) propyl} -2, 4 , 6-trimethyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 738622-39-4 CAPLUS 

CN 1, 2-Benzenedicarboxaraide, N- [ (IS, 2R) -2-hydroxy-3- [ { (4- 

oethoxyphenyl) sulfonyl] (2-nethylpropyl) amino] -1- (phenylmethyl) propyl] - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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OTHER SOURCE (S): HARPAT 140:193033 
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OR 3 O 




AB The invention discloses the use of 2-amino-benzothiazole sulfonamides I 

{Rl - (un) substituted Ph, hexahydrofuro(2, 3-b] furanyl, tetrahydrofuranyl, 
oxazolyl. thiazolyl. pyridinyl; R2 - H, Cl-6 alkyl; L - bond, 0, Cl-6 
alkanediyl-O-, -O-Cl-6 alkanediyl; R3 - Ph CI -4 alkyl; R4 - Cl-6 alkyl; 
R5. R6 » H, Cl-6 alkyl] in the manufacture of a medicament useful for 
inhibiting mutant HIV protease in a mammal infected with the mutant HIV 
protease. The invention also discloses novel compds. I. 

IT 6604X0-78-«P 
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RL: PAC (Pharmacological activity).- PKT (Pharmacokinetics); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study): PREP 
(Preparation); USES (Uses) 

(2-aainobenzothiazole sulfonamide HIV protease inhibitors) 

RN 660410-78-6 CAPLUS 

CN Benzaaide. 4-amino-3-hydroxy-N- [ (IS, 2R) -2-hydroxy-3- | [ (2- (oethylaaino) -6- 
benzothiazolyl] sulfonyl) (2-taethylpropyl) aaino] -1- (phenylnethyl) propyl] -2- 
aethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 660410-74-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(2-aainobenzothiazole sulfonamide HIV protease inhibitors) 
RN 660410-74-2 CAPLUS 

CN Benzamide, 4-broao-N- [ ( IS, 2R) -2- hydroxy- 3- ( (l 2- (methylanino) -6- 

benzothiazolyl) sulfonyl] (2-oethylpropyl) amino] -1- (phenylnethyl) propyl] -2- 
methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 656236-07-6 656236-09-8 656236-11-2 
660410-15-1 660410-16-2 660410-18*4 
660410-20-8 660410-23-1 660410-25-3 
660410-29-7 660410-31-1 660410-53-7 
660410-61-7 660410-66-2 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(2-arainobenzothiazole sulfonamide HIV protease inhibitors) 
RN 656236-07-6 CAPLUS 

CN Benzamide, N-( (1S.2R) -3-[ [ (2-amino-6-benzothiazolyl) sulfonyl] (2- 

methylpropyl) amino) -2-hydroxy-l - (phenylmethyl) propyl) - 3 -hydroxy- 2-me thy 1- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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i-Bu N 



RN ^656236-09-8 CAPLUS 

CN Benzamide, 3-araino-N-{ (lS,2R)-3-({ (2-amino-6-benzothiazolyl) sulfonyl] (2- 

methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-methyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



H2N. 





Y 



RN 656236-11-2 CAPLUS 

CN Benzamide, N-{ (IS, 2R) -3-{ ( (2 -ami no-6-benzothiazolyl) sulfonyl] (2- 

raethylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-methyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 





W// 

N^ 
I 

OH i-Bu 



660410-15-1 CAPLUS 

Benzamide, 3-ami no-N-[ 3- ([ (2-amino-6-benzothiazolyl) sulfonyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl) -2-methyl- (9CI) (CA 
INDEX NAME) 



Me 



OH i-Bu O 

I I II 

-NH-CH- CH-CH2-N-S 



NH2 
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Benzamide, N- [3- [{ (2-araino-6-benzothiazolyl) sulfonyl] (2- 

methylpropyl) amino] -2-hydroxy-l- (phenylnethyl) propyl] -3-hydroxy-2-methyl- 

(9CI) (CA INDEX NAME) 
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Me 



OH i-Bu O 
I I II 

-NH-CH-CH-CH2 " 

Ph-CH2 



~KG 



V 
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Benzamide, N-(3-{{ (2-amino-6-benzothiazolyl) sulfonyl] (2- 

methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-methyl- (9CI) (CA 
INDEX NAME) 



^ M» 

a, 



OH i-Bu 0 
I i " 

• NH- CH- CH- CH2 - N- S 

Ph-CH2 



Y 
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Benzamide, N-[3-[[ (2-amino-6-benzothiazolyl) sulfonyl] (2- 

taethylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -3-f luoro-2-methyl- 

(9CI) (CA INDEX NAME) 



OH i-Bi 
I I 
C- NH- CH- CH- CH2 - N - 5 
II I ' 

Ph-CH2 
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Benzamide, 3-ami no-N- [ 2- hydroxy- 3- [ ( [2- (methyl ami no) -6- 

benzothiazolyl) sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -2- 
methyl- (9CI) (CA INDEX NAME) 



k AJ-C-HH-. 
J O Ph-' 



OH i-Bu O 

i i r 

CH-CH- CH2-N- 



660410-25-3 CAPLUS 

Benzamide, 3-hydroxy-N- [2-hydroxy-3- [ { [2- (methylamino) -6- 
benzothiazolyl] sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -2- 
methyl- (9CI) (CA INDEX NAME) 



OH i-Bu O 
I I II 

C- NH-CH-CH-CH2-N-S' 

O Ph-CH2 
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RJ1 660410-29-7 CAPLUS 

CH Benzaaide, 4-broao-N-[2-hydroxy-3-U (2- (methylamino) -6- 

benzothiazolyljsulfonyl) (2-methylpropyl) amino) -1- (phenylaethyl) propyl J -2- 
eethyl- (9CI) (CA INDEX NAME) 




RN 660410-31-1 CAPLUS 

CN Benzaaide, 4-aaino-3-hydraxy-N- [2-hydroxy-3- [ { (2- (methylaaino) -6- 

benzothiazolyl)sulfonyl) (2-nethylpropyl) aaino] -1- (phenylnethyl) propyl) -2- 
oethyl- (9CI) (CA INDEX NAME) 



OH 




RN 660410-53-7 CAPLUS 

CN Benzamide, N- { (IS, 2R) -3-{ ( (2-amino-6-ben2othiazolyl) sulfonyl) (2- 

nethylpropyl) aaino] -2-hydroxy-l- (phenylnethyl) propyl) -3-f luoro- 2 -methyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 660410-61-7 CAPLUS 

CN Benzamide, 3-amino-N- [ ( IS, 2R) -2- hydroxy- 3- ( ( [ 2- (methylamino) -6- 

benzothiazolyl] sulf onyl] < 2-methylpropyl) amino) -1- (phenylraethyl) propyl] -2- 
methyl-, mono(trif luoroacetate) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 660410-60-6 

CMF C30 H37 N5 04 S2 

Absolute stereochemistry. 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 
I 

F-C-C02H 
F 



RN 660410-66-2 CAPLUS 

CN Benzamide. 3-hydroxy-N- ( (IS, 2R) -2-hydroxy-3-( [ (2- (nethylaaino) -6- 

benzothiazolyl) sulfonyl] (2-nethylpropyl) amino] -1- (phenylnethyl) propyl) -2- 
nethyl-. mono (trif luoroacetate ) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 660410-65-1 

CMF C30 H36 N4 05 S2 

Absolute stereochemistry. 



Ph. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F-C- C02H 
F 
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Afl The invention relates to phosphonate-substituted carbamates I and cyclic 
ureas II [wherein A - Al, A2, or V3 with the proviso that at least one of 
A - Al; Al - (Y2(CR2R2)1-12]0-12Y2V6; A2 - ( Y2 (CR2R2) 1- 12) 0-1 2Y2V3; V3 - 
substituted (hetero) cyclyl, R5, C(Y1)R5, C(Y1)VS, S02R5, or S02V5; W5 - 
substituted (hetero) cyclyl; W6 - triphosphono-substituted V3; Yl - 0. S, 
N(Rx), N(0)(Rx), N(ORx), N(0)(ORx>, or N(N(Rx)2); Y2 - independently a 
bond, O, N(Rx), N(0)(Rx), N(ORx). N(0)(ORx), N(N(Rx)2). S00-2. or 
SOO-2SOO-2; Rx - independently H. Rl. V3, a protecting group, etc.; Rl - 
independently H or alkyl; R2 - independently H, Rl, halo, CN, N3, N02, Yl, 
Rx, N(Rx)2, S0-2Rx, substituted alkyl, alkenyl, alkynyl, etc.; R3 - halo, 
CN. H3. N02, Yl, Rx, N(Rx)2, SRx, SORx, S02Rx, OC(Yl)Rx, OC(Yl)ORx, 
C(Yl)Rx, etc. with provisos; R5 - substituted alkyl, alkenyl, or alkynyl; 
or pharmaceutical^ acceptable salts, hydrates, and formulations thereof) 
and other phosphonate-substituted analogs of HIV protease inhibitors for 
treating AIDS and other antiviral infections, as well as for use in assays 
for the detection of HIV protease. Compds. of the invention inhibit 
reverse transcriptase activity and have improved intracellular half-life 
compared to analogs not having the phosphonate or phosphonate prodrug. 
Libraries of such compds. were screened optionally using the novel enzyme 
GS-7340 ester hydrolase. Compns. and methods relating to GS-7340 ester 
hydrolase also are provided. Examples include prepns. for non-nucleoside 
phosphonate protease inhibitors. In addition, extensive biol. data 

regarding 

PBMC uptake and metabolism, serum stability, and alkaline phosphatase 
protease 
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inhibitor (ALPPI) activity of selected phosphonate-substituted prodrugs is 
presented. For instance, a 9-step reaction sequence starting from 
N-tert-butoirycarbonyl-O-benzyl-L-tyrosine provided III <Ki S10 pM 
for ALPPI activity). The synthesis involved multiple protection and 
deprotection steps along with coupling reactions using isobutylamine, 
(3R,3aR.6aS) -hexahydrofuro(2, 3-b] furan-2-yl 4-nitrophenyl carbonate, and 
dibenzyl hydroxynethylphosphonate. 

IT 622871-38-9P 622871-39-07 622871-40-3P 
622871-41-4P 622871-42-5? 622871-43-6P 
622871-44-7P 

RL: PAC (Pharmacological activity); SPM (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(protease inhibitor; preparation of phosphonate-substituted HIV protease 
inhibitors for treatment of AIDS and other viral infections) 
RM 622B71-38-9 CAPLUS 

CN Benzamide. N- { (IS. 2R) -3-{ [ (4-aainophenyl) sulfonylj (2 -De thy lpropyl) amino] -1- 
{ { 4 - [ (di phe ny lphosphi ny 1 ) me t hoxy J phe ny 1 ] me thy 1) - 2 - hyd roxyp r opy 1 ) - 3 - hyd roxy- 
4 -methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 



RN 622871-39-0 CAPLUS 

CN Phosphonic acid, [ [4- [ (2S, 3R) -4- [[ (4-aminophenyl) sulfonyl] (2- 
rae t hy lp r opy 1) amino] -3-hydroxy-2- [ (3-hydroxy-4- 

oethy lbenzoyl) ami no] butyl J phe noxy) methyl]- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




OH 
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RN 622871-40-3 CAPLUS 

CN Phosphonic acid, [ [4-( (2S, 3R)-4-[ [ (4-aminophenyl) sulfonyl) (2- 
methylpropyl) amino] -3-hydroxy-2- [ (3-hydroxy-4- 

raethy lbenzoyl) amino] butyl] phenoxy] methyl) -, bis (phenylmethyl) ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




Me 



OH 



RN 622871-41-4 CAPLUS 

CN Benzamide, N- ( (IS. 2R) -3- ( ( (4 -aminophenyl) sulfonyl) ( 2-methylpropyl) amino) -1- 
( [4- [ (diphenylphosphinyl) methoxy] phenyl) methyl] -2-hydroxypropyl] -3-hydroxy- 
2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 622871-42-5 CAPLUS 

CN Phosphonic acid, [ (4-[ (2S,3R) -4-( [ (4-aminophenyl) sulfonyl] (2- 
methylpropyl) amino] -3-hydroxy-2- ( (3 -hydroxy- 2- 

methylbenzoyl) amino] butyl) phenoxy) methyl] -. diphenyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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OPh 




RN 622871-43-6 CAPLUS 

CN Phosphonic acid. [ [4- { (2S, 3R) -4- [[ (4-aminophenyl) sulfonyl] (2- 
me thy lpropyl) amino] -3-hydroxy-2- ( (3-hydroxy-2- 

methylbenzoyl) amino] butyl) phenoxy) methyl}- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




RN 622B71-44-7 CAPLUS 

CN Phosphonic acid, [[ 4- ( (2S, 3R) -4- [[ (4-aminophenyl) sulfonyl] (2- 
methy lpropyl) amino] -3-hydroxy-2- [ p-hydroxy-2- 

me thy lbenzoyl) ami no] butyl] phe noxy) methyl] -, bis (phenylmethyl) ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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The invention relates to phosphonate-substituted carbamates I and cyclic 
ureas II [wherein A - Al, A2, or V3 with the proviso that at least one of 
A - Al; Al - (Y2(CR2R2)1-12J0-12Y2V6; A2 - [ Y2 (CR2R2) 1-12] 0-12Y2V3; V3 - 
substituted (hetero) cyclyl, R5, C(Y1)R5, C{Y1)V5, S02R5, or S02V5; V5 - 
substituted (hetero) cyclyl; V6 - triphosphono-substituted V3; Yl = 0, S, 
N(Rx), N(0)(Rx), N(ORx), N(0)(ORx), or N(N(Rx)2); Y2 - independently a 
bond. O, N(Rx), N(0)(Rx), N(ORx), N(0)(ORx). N(N(Rx)2), S00-;2. or 
SO0-2SO0-2; Rx » independently H, Rl, V3, a protecting group, etc.; Rl - 
independently H or alkyl; R2 = independently H, Rl, halo, CN, N3. N02, Yl, 
Rx, N(Rx)2, S0-2Rx, substituted alkyl, alkenyl, alkynyl, etc.; R3 - halo, 
CN. N3, N02, Yl, Rx, N(Rx)2, SRx, SORx, S02Rx. OC(Yl)Rx, OC(Yl)ORx, 
C(Yl)Rx, etc. with provisos; R5 - substituted alkyl, alkenyl, or alkynyl; 
or pharmaceutical^ acceptable salts, hydrates, and formulations thereof] 
and other phosphonate-substituted analogs of HIV protease inhibitors for 
treating AIDS and other antiviral infections, as well as for use in assays 
for the detection of HIV protease. Compds. of the invention inhibit 
reverse transcriptase activity and have improved intracellular half-life 
compared to analogs not having the phosphonate or phosphonate prodrug. 
Examples include prepns. for non-nucleoside saquinavi r-like, 
lopinavir-like, ritonavir- like, indinavi r-like, atazanavir- like, 
nefinavir-like, tipranavir-like, araprenavi r-like, KNI-like, and cyclic 
carbonyl-like phosphonate protease inhibitors. In addition, extensive biol. 
data regarding PBMC uptake and metabolism, serum stability, and alkaline 
phosphatase protease inhibitor (ALPPI) activity of selected 
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phosphonate-substituted prodrugs is presented. For instance, a 9-step 
reaction sequence starting from N-tert-butoxycarbonyl-O-benzyl-L- tyrosine 
provided III (Ki £10 pM for ALPPI activity). The synthesis 
involved multiple protection and deprotection steps along with coupling 
reactions using isobutylamine, (3R, 3aR, 6aS) -hexahydrofuro[2, 3-b] furan-2-yl 
4-nitrophenyl carbonate, and dibenzyl hydroxymethylphosphonate. 

IT 622671-3B-9P 622Q71-39-0P 622B71-40-3P 
622B71-41-4P 622Q71-42-5P 622B71-43-6P 
622871-44-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(protease inhibitor; preparation of phosphonate-substituted HIV protease 
inhibitors for treatment of AIDS and other viral infections) 
RN 622871-38-9 CAPLUS 

CN Benzamide, N-( (IS, 2R) -3-( [ (4-aminophenyl) sulf onyl) (2-methylpropyl) amino] -1- 
( [4-{ (diphenylphosphinyl) methoxy) phenyl} methyl) -2-hydroxypropyl] -3-hydroxy- 
4 -methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 622871-39-0 CAPLUS 

CN Phosphonic acid, [ [4- [ (2S, 3R) -4-( [ (4-aminophenyl) sulf onyl] (2- 
methylpropyl) amino] -3-hydroxy-2- [ p-hydroxy-4- 

methylbenzoyl) amino] butyl] phenoxy] methyl]- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




RN 622871-40-3 CAPLUS 
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CM Phosphonic acid. [ J4- { (2S. 3R) -4-( [ (4 -aai nophenyl) sulfonyl) (2- 
raethylpropyl) aaino) -3-hydroxy-2-[ (3-hydroxy-4- 

eethylbenzoyl) amino] butyl) phenoxy) methyl) -. bis (phenylcethyl) eater (SCI) 
(CA INDEX MAKE) 

Absolute stereochenistry. 




OH 



RN 622871-41-4 CAPLUS 

CM Benzaaide, N- { (IS, 2R) -3- [ ( (4 -aai nophenyl) sulfonyl) (2-methylpropyl) aai no) -1- 
( 14 -| (diphenylphosphinyl)raethoxy) phenyl] methyl] -2- hydroxypropyl) -3-hydroxy- 
2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 622871-42-5 CAPLUS 

CN Phosphonic acid, ( [ 4 - ( (2S, 3R) -4 - ( ( (4 -aai nophenyl) sulfonyl] (2- 
methylpropyl) amino] -3-hydroxy-2- [ (3-hydroxy-2- 

naethylbenzoyl) aaino] butyl] phenoxy] methyl) -, diphenyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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OPh 




RN 622871-43-6 CAPLUS 

CM Phosphonic acid, t 1<" I (2S. 3R) -4- [ { (4 -aai nophenyl) sulfonyl] (2- 
nethylpropyl) aaino) -3-hydroxy-2- [ (3-hydroxy-2- 

Bethylbenzoyl) aaino) butyl) phenoxy] tsethyl) - (9C1) (CA INDEX NAME) 
Absolute stereochenistry. 




RN 622871-44-7 CAPLUS 

CN Phosphonic acid. [( 4 -( (2S, 3R) -4 -[( (4 -ami nophenyl) sulfonyl] (2- 
methylpropyl) amino] -3-hydroxy-2- [ ( 3- hydroxy- 2- 

nethylbenzoyl) aaino] butyl] phenoxy] methyl] -, bis (phenylraethyl) ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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The human immunodeficiency virus (HIV) has been shown to be the causative 
agent for AIDS. The HIV virus encodes for a unique aspartyl protease that 
is essential for the production of enzymes and proteins in the final stages 

of 

maturation. Protease inhibitors have been useful in combating the 
disease. The inhibitors incorporate a variety of isosteres including the 
hydroxyethylurea at the protease cleavage site. We have shown that the 
replacement of t-butylurea moiety by benzothiazolesulfonaaide provided 
inhibitors with improved potency and antiviral activities. Some of the 
compds. have shown good oral bioavailability and half-life in rats. The 
synthesis of benzothiazole derivs. led us to explore other heterocycles. 
During the course of our studies, we also developed an efficient synthesis 
of benzothiazole-6-sulfonic acid via a two-step procedure starting from 
sulfanilamide. 
IT 656236-07-6P 656236-09-8P 656236-11-2P 
6S6236-21-4P 656236-32-7P 656236-34-9P 

RL: PAC (Pharmacological activity): PICT (Pharmacokinetics): SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(preparation and antiviral structure-activity relationship novel 
benzothiazolesulfonamides as potent inhibitors of HIV-1 protease) 
RN 656236-07-6 CAPLUS 

CN Benzamide, N- [ (lS,2R)-3-[( (2-amino-6-benzothiazolyl) sulfonyl) (2- 

methyl propyl) amino] -2-hydroxy-l- (phenylraethyl) propyl] -3-hydroxy-2-raethyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




656236-09-8 CAPLUS 

Benzamide, 3-amino-N-( (IS, 2R) -3- [ [ (2-amino-6-benzothiazolyl) sulfonyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylraethyl) propyl) -2-methyl- (9CI) (CA 
INDEX NAME) 
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Absolute stereochemistry. 




RN 656236-11-2 CAPLUS 

CN Benzamide, N- { (IS, 2R) -3- { [ (2-amino-6-benzothi azolyl) sulfonyl) (2- 

me thy Ipropyl) ami no) -2-hydroxy-l -(phenylmethyl) propyl] -2-raethyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochenistry. 




RN 656236-21-4 CAPLUS 

CN Benzamide. N- [ (IS, 2R) -3- [ (6-benzothiazolylsulf onyl) (2-methylpropyl) amino] - 
2-hydroxy-l- (phenylnethyl)prapyl)-2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 



Ph. 




RN 656236-32-7 CAPLUS 

CN Benzamide, N- (( IS, 2R) -3- [ (6-benzothiazolylsulf onyl) (2-methylpropyl) amino] 
2-hydroxy-l- (phenylmethyl) propyl) -3 -hydroxy- 2 -methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 656236-34-9 CAPLUS 

CN Benzamide, 3-araino-N- [ (IS, 2R) -3- [ (6-benzothiazolylsulf onyl) (2- 
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nethylpropyl)aaino]-2-hydroxy-l-(phenylBethyl)propyl)-2-Eethyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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Me II 



AB Title compds. I [Rl - H. alkyl. alkenyl, aralkyl, aralkenyl, cycloalkyl. 
cycloalkylalkyl, aryl, heterocyclic, heterocyclylalkyl, aminoalkyl; R2 - 
H, alkyl: R3 * (un) substituted alkyl, aryl, cycloalkyl; R4 - H, 
(un) substituted C02H, CONH2, cycloalkyl, alkenyl, alkynyl, OH, NH2; R5 - 
H. (un) substituted alkyl; R6 - H, (un) substituted alkyl, NH2; L - CO, C02, 
(un) substituted NHCO, OXCO.NHXCO, S02, S03, NHS02, NHXS02, where either CO 
or SOI2 is attached to NR2; X - alkanediyl] were prepared Thus, Me 
2-benzimidazolecarbamate was chlorosulfonylated, treated with 
(lS,2R)-PhCH2CH(NHBoc)CH(OH)CH2NHCH2CHMe2, deblocked, and treated with 
2,6-Me2C6H30CH2C02H to give the title compound II which had pIC50 against 
HIV-1 strain LAI of 8.5. 

IT 602310-26-9P 602310-S3-2P 602310-60-1P 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of broad spectrum substituted benzimidazolesulfonamide HIV 
protease inhibitors) 
RN 602310-26-9 CAPLUS 

CN Benzamide, N- ( (IS, 2R) -3- [ ( [2- (acetylamino) -lH-benzimidazol-5- 

yl] sulfonylj (2-methylpropyl) amino) -2-hydroxy-l -(phenylmethyl) propyl] -2- 
oethyl-4-nitro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




NHAc 



RN 602310-53-2 CAPLUS 

CN Carbamic acid, (5-( [( (2R, 3S) -3-[ (4-amino-2-oethylbenzoyl) amino] -2-hydroxy- 
4-phenylbutyl] (2-methylpropyl) amino] sulfonyl] -lH-benzimidazol-2-yl] -, 
methyl ester (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 




RN 602310-60-1 CAPLUS 

CN Carbamic acid, [S-[( ( (2R. 3S) - 2- hydroxy- 3- [ (4-hydroxy-2- 

methylbenzoyl) amino) -4-phenylbutyl] (2-eethylpropyl) amino] sulfonyl) -1H- 
benzimidazol-2-yl]-. cethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



HO' 




OMe 



RN 602310-96-3 CAPLUS 

CN Benzamide, 3-amino-N- [ (IS, 2R) -3- [ (lH-benzimidazol-5-ylsulf onyl) (2- 

nethylpropyl) amino) -2-hydroxy-l - (phenylmethyl) propyl] -2-methyl- (9C1 ) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Ph. 
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R25 oh R25 




F II 



AB The title compds. [I; Rl - (un) substituted alkyl, alkenyl, alkynyl, etc.; 
R2 - H, alkyl, haloalkyl, alkenyl, etc.; R3 - H, alkyl, haloalkyl, 
alkenyl, etc.; or R2 and R3 are taken together with the carbon to which 
they are attached to form a carbocycle of 3-7 carbon atoms, optionally 
where one carbon atom is replaced by a heteroatom selected from the group 
consisting of O, S, S02. (un) substi tuted NH; R4 - alkyl, haloalkyl, 
hydroxyalkyl. etc.; R5 - R6X (wherein X - CO. S02, (un) substituted CH2; R6 
- (un) substituted Ph, naphthyl. indanyl, etc.); R25 - H, alkyl, alkoxy, 
etc.] which have activity as inhibitors of ^-3ecretase and are 
therefore useful in treating a variety of disorders such as Alzheimer's 
disease, were prepared E.g., a multi-step synthesis of (1S.2R)-II, starting 
from (2S) -2-[ ( te rt-butoxycarbonyl) ami no] -3- (3 , 5-di fluorophenyl) propanoic 
acid, was given. The compds. I showed IC50 of < 20 mM in cell free 
inhibition assay utilizing a synthetic APP substrate. This is a Part 1 of 
1-2 series. 

IT 527713-59-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of N.N* -substituted-l, 3-diamino-2-hydroxypropanes for 

treating 

Alzheimer's disease) 
RN 527713-59-3 CAPLUS 

CN 1 , 3-Bemenedicarboxacu.de , N' - [1- [ (3, 5-di fluorophenyl) methyl] -2-hydroxy-3- 
[ (phenylsulfonyl) amino] propyl] -5-methyl-N,N-dipropyl- (9CI) (CA INDEX 
NAME) 
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broad- spec t run HIV protease inhibitors 

INVENTOR(S): Surleraux. Ooainique Louis Nestor Ghislain; 

Vendeville, Sandrine Marie Helene: Yerschueren. Vio 
Gaston; De Bethune, Marie-Pierre T. M. M. G. : De Kocfc, 
He roan Augustinus; Tahri. Abdellah 
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AB Title compds. I (Rl. R8 - H, alkyl, alkenyl, arylalkyl, cycloalkyl, aryl, 
heterocyclyl. etc.* R2 - H, alkyl; L - CO, OCO, NRBCO, etc.; R3 - alkyl, 
cycloalkyl. aryl, etc.; R4 - H, alkoxycarbonyl, car boxy, aninocarbonyl, 
cycloalkyl, etc.; R5-6 - H, alkyl), N-oxides, stereoisomers, metabolites 
and prodrugs thereof were prepared For instance, II was prepared from the 
corresponding diaaine (preparation described), N, N* -disuccinimidylcarbonate 

and 

5-hydroxyraethylthiazole (CH2C12, 6 h) . Compds. of the invention are 
effective in inhibiting a broad range of mutant HIV strains; II had pECSO 
- 8.18 against Hiv-l (Lai strain). 
IT 47S4B7-72-0P 475487-85-5P 4754B7-88-8P 

475487- 9B-0P 47548B-25-6P 475488-53-0P 
47S48B-56-3P 475488-72-3P 473488-75-6P 

475488- 92-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 2-araino-benzoxazole sulfonamide as broad-spectrum HIV 
protease inhibitors) 
RN 475487-72-0 CAPLUS 

CN Benzamide, 3-amino-N-( (IS, 2R) -3-{ ( (2-araino-6-benzoxazolyl) sulfonyl] (2- 

methylpropyl) amino) -2-hydroxy-l - (phenylmethyl) propyl] -2-raethyl- (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Ph, 




RN 475487-85-5 CAPLUS 

CN Benzamide, 3-hydroxy-N- [ (IS, 2R) -2-hydroxy- 3- [ [ {2- (methyl ami no) -6- 

benzoxazolyl] sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -2- 
raethyl-, aono(trif luoroacetate) (salt) (9CI) (CA INDEX NAME) 
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CM 1 

CRN 475487-84-4 
CMF C30 H36 N4 06 S 

Absolute stereochemistry. 



Ph. 




NHMe 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 
I 

F-C-C02H 
F 

RN 475487-88-B CAPLUS 

CN Benzamide, 3-amino-N- ( ( IS, 2R) -2 -hydroxy- 3- ( ( [ 2- (methyl ami no) -6- 

benzoxazolyl} sulfonyl) (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -2- 
methyl-, mono(trif luoroacetate) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 475487-87-7 
CMF C30 H37 NS OS S 

Absolute stereochemistry. 



Ph, 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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F 
I 

F-C-C02H 
F 



RN 475487-98-0 CAPLUS 

CN Benzamide, 4-bromo-N- ( (IS, 2R) -2-hydroxy-3- [ [ [2- (raethylamino) -6- 

benzoxazolyl) sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -2- 
raethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Ph, 




RN 475488-25-6 CAPLUS 

CN Benzamide. N- [ (IS, 2R) -3- [ [ (2-amino-6-benzoxazolyl) sulfonyl] (2- 

methylpropyl) amino] -2-hydroxy-l - (phenylmethyl) propyl] -4 -bromo-2-methyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Ph, 




RN 475488-53-0 CAPLUS 

CN Benzamide, N-[ (IS, 2R) -3-[ ( (2-amino-6-benzoxazolyl) sulfonyl) (2- 

methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -3-hydroxy-2-methyl-4- 
nitro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




475488-56-3 CAPLUS 
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at Benzaaide, 4-amino-N- [ (IS. 2R) -3- [( (2-aaino-6-benzoxazolyl) sulfonyl] (2- 

oethylpropyljanino] -2- hydroxy- l-(phenylaethyl) propyl] - 3- hydroxy- 2 -me thy 1- 

(9CI) (CA INOEX NAME) 

Absolute stereochemistry. 




RN 475488-72-3 CAPLUS 

CN 6-Benzoxazolecarboxanide, H- ( (IS. 2R) -3- ( { (2-aaino-6- 

benzoxazolyl) sulfonyl) (2-methylpropyl) amino) -2-hydroxy-l 
(phenylnethyl) propyl) -7-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 4754B8-75-6 CAPLUS 

CN 1. 3-Benzodioxole-S-carboxamide. N- [ (IS. 2R) -3- (( (2-aaino-6- 
benzoxazolyl) sulfonyl] (2-raethylpropyl) amino) -2-hydroxy-l- 
(phenylmethyl) propyl] -4 -methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 475488-92-7 CAPLUS 

CN Benzamide. N- [ (IS, 2R) -3-{ [ (2-amino-6-benzoxazolyl> sulfonyl) (2- 

pyridinylmethyl) amino) -2-hydroxy-l- (phenylmethyl) propyl] -3-hydroxy-2- 
methyl-, mono(trif luoroacetate) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 475488-91-6 
CMF C31 H31 N5 06 S 
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Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 
I 

F-C-C02H 
F 
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CHMe 2 

II 



AB Title compds. I [Rl, R8 - H, (un) substi tuted alkyl, alkenyl, cycloalkyl, 
aryl, heterocyclyl, heterocyclylalkyl; R2 - H, alkyl; L - CO, 02C, 
(un) substituted NHCO, oxoalkylcarbonyl, ami n oa Iky 1 car bony 1, S02, 03S, 
NHS02; R3 - alkyl, aryl, cycloalkyl, cycloalkylalkyl, aralkyl; R4 - H, 
alkoxycarbonyl, car boxy, (un) substituted CONH2, cycloalkyl, alkenyl, 
alkynyl (un) substituted alkyl; A - alkanediyl, CO, CS, S02, oxoalkanediyl, 
thioalkanediyl, alkanediylsulf onyl; RS - H, OH, alkyl, heterocyclylalkyl, 
(un) substituted aminoalkyl; R6 - alkoxy, heterocyclyl, heterocyclyloxy, 
aryl, aryloxy, alkoxycarbonylamino, amino; and when A is other than 
alkanediyl then R6 may also be alkyl, heterocyclylalkyl, 
heterocyclyloxy alkyl, aralkyl, aryloxyalkyl, (un) substituted aminoalkyl: 
R5NAR6 » heterocyclic) their N-oxides, salts, stereoisomeric forms, 
racemic mixts., prodrugs, esters and metabolites were prepared I are useful 
as broad-spectrum HIV protease inhibitors, and may be formulated in 
diagnostic kits. Thus, the sulfonamide II, prepared in several steps from 
the benzothiazolecarbamate, showed activity against a number of resistant 
mutants of HIV-1 strain LAI. 

IT 473737-52-9P 473737-55-2P 473737-56-3P 
473737-58-5P 473737-67-6P 473737-73-4P 
473737-77-8P 473737-81-4P 473737-B3-6P 
473737-84-7P 473737-85-8P 473737-B7-0P 
473737-93-8P 473737-94-9P 473739-99-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(broad-spectrum 2-aminobenzothiazolesulfonamide HIV protease 
inhibitors) 
RN 473737-52-9 CAPLUS 

CN Benzamide, 3-amino-N-[ (1S,2R) -3-({ [2-[ [2- (dimethylamino) ethyl) amino) -6- 
benzothiazolyl) sulfonyl) (2-methylpropyl) amino) -2-hydroxy-l- 
(phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 473737-55-2 CAPLUS 

CM 1-Pyrrolidineacet amide, N-[6-({ ( (2R, 3S) -3-{ <4-amino-2-nethylbenzoyl) amino] 
2-hydroxy-4-phenylbutylJ (2-methylpropyl) aainoj sulfonyl] -2-benzothiazolyl) - 
(9CI) (CA INDEX HAKE) 

Absolute stereochemistry. 




RW 473737-56-3 CAPLUS 

CN Benzamide, 4-amino-N-{ (IS, 2R) -3- ( { ( 2- { [ (dimethyl ami no) acetyl] amino) -6- 
benzothiazolyl) sulfonyl] (2-methylpropyl) amino] -2-hydroxy-l- 
(phenyimethyl) propyl] -2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 473737-58-5 CAPLUS 

CN Benzamide, 3-amino-N-[ (IS, 2R) -2-hydroxy-3- ( (2-methylpropyl) ((2- [{2- (1- 
pyrrolidinyl) ethyl] amino] -6-benzothiazolyl} sulfonyl] amino] -1- 
(phenylraethyl) propyl] -2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




PAGE 1-B 

-o 



RW 473737-67-6 CAPLUS 

CH Benzamide, 3-amino-N-( (1S,2R) -3- [ U 2- ( [ 3- (dime thy lami no) propyl] amino] -6- 
benzothiazolyl] sulfonyl] (2-methylpropyl) amino] -2-hydraxy-l- 
(phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 



— NMe2 

RN 473737-73-4 CAPLUS 

CN Benzamide, 3-amino-N- ( ( IS, 2R) -2 -hydroxy- 3- [ (2-methylpropyl) [[2-{[2-(l- 
piperazinyl) ethyl] amino] -6-benzothiazolyl] sulfonyl] amino] -1- 
(phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




RN 473737-77-8 CAPLUS 

CN 1-Piperazineacetamide, N- (6- [ [ ( (2R, 3S) -3- [ (3-amino-2-methylbenzoyl> amino] 
2-hydroxy-4-phenylbutyl] (2-methylpropyl) amino] sulfonyl] -2-benzothiazolyl] 
4-methyl-. mono(trif luoroacetate) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 473737-76-7 

CMF C36 H47 N7 05 S2 

Absolute stereochemistry. 



PAGE 1-A 
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PAGE 1-B 




CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F-C-C02H 
F 



RN 473737-81-4 CAPLUS 

CN 1-Pyrrolidineacetamide, N-l6-{([ <2R,3S)-3-{ (4-bromo-2-methylbenzoyl) amino) - 
2-hydroxy-4-phenylbutyl] (2-oethylpropyl) amino] sulfonyl] -2-benzothiazolyl] - 
(9CI) (CA IN0EX NAME) 

Absolute stereochemistry. 




Ph' 



RN 473737-83-6 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -3- [ [ [2-(acetylamino) -6-benzothiazolyl] sulfonyl] (2- 
methylpropyl) amino) -2- hydroxy- 1- (phenylmethyl) propyl] - 2-methyl- 5- ni tro- 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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NO? 



RN 473737-04-7 ■ CAPLUS 

CM Benzamide. N-[ (IS, 2R) -3- ( [ [2- (acetylaai no) -6-benzothiazolyl] sulfonyl) (2- 
cethylpropyl) anino] - 2- hydroxy- 1- (phenyleethyl) propyl) -5-anino-2-nethyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Ph, 




NH2 



RN 473737-85-8 CAPLUS 

CN Benzanide, 5- (acetyl ami no) -N- ( (IS. 2R) -3- [ [ [2- (acetyl ami no) -6- 
benzothiazolyl) sulfonyl] (2-nethylpropyl) amino) -2-hydroxy-l- 
( phe nyloe thyl) propyl J -2-ne thy 1- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 




NHAc 



RN 473737-B7-0 CAPLUS 

CN Benzanide, 3-f luoro-N- ( (IS, 2R) -3- ( [ [2- [ (3-f luoro-2-raethylbenzoyl) amino) -6- 
benzothiazolyl] sulfonyl] <2-raethylpropyl) aim no] - 2 - hyd roxy- 1 - 
(phenyloethyl) propyl] -2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




PAGE 1-B 



RN 473737-93-S CAPLUS 

CN Benzamide. N-[ (1S,2R) -3-[ ( [2- (acetylmethylaoino) -6- 

benzothiazolylj sulfonyl] (2-methylpropyl) anino) -2-hydroxy-l- 
(phenylmethyl) propyl] -3-amino-2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 473737-94-9 CAPLUS 

CN Benzamide, N-[ (IS, 2R) -3-[ ( (2- (acetylnethylamino) -6- 

benzothiazolyl] sulfonyl] (2-methylpropyl) amino) -2-hydroxy-l- 
(phenylnethyl) propyl] -3 -hyd roxy- 2 -methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Ph. 




RN 473739-99-0 CAPLUS 

CN 1-Pyrrolidineacetamide, N-[6-( [( (2R,3S)-3-[ ( 3-ami no-2-methylbenzoyl) amino] - 
2-hydroxy-4-phenylbutyl] (2-raethylpropyl) amino] sulfonyl) -2-benzothiazolyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB R10RllNSOw(CR7R8) tCHRIC ( : Y> NR6CHR2CH (OH) NR3SOxR4 [Rl - H, CH2S02NH2. 

CH2C02Me, C02Me, CONH2 , alkyl, alkenyl, alkynyl, heterocyclyl, amino acid 
sidechain, etc.; R2 - (substituted) alkyl, aryl, cycloalkyl, 
cycloalkylalkyl. aralkyl. heteroaryl, heteroaralkyl; R3 - H, alkyl, 
haloalkyl. alkenyl, alkynyl, hydroxyalkyl, alkoxyalkyl, cycloalkyl, 
heterocyclyl, heteroaryl, etc.- R4 - alkyl, haloalkyl, alkenyl, alkynyl. 
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hydroxyalkyl. alkexyalkyl, cycloalkyl, heteroaryl, heterocyclyl. etc.; R6. 
Rfl - B. alkyl; R7 - C02H. aaidino. N-alkylaaidino, Rlf R1R7 • atoms to 
form a (heterocyclic) ring; RIO, Rll - H. allcyl. hydroxys Iky 1, 
alkoxyalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, 
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(prepn. given) in DMF at 0* vas treated vith hydroxybenzotriazole 
and EDC followed by addn. of 3S-aaino-l- (N- (2-cethylpropyl) -W- (4- 
cethoxyphenylsulfonyl) aaino] -4-phenyl-2R-butanol (prepn. given) in DMF to 
give 671 title coopd. (I). This inhibited HIV-1 in CEM cells vith IC50 - 
10 nM. 

IT 1692B0-59-5P 169280-60-8P 169280-6S-3P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of hydroxyethylamino bissulfonaaides as retroviral protease 
inhibitors) 
RN 169260-59-5 CAPLUS 

CN Benzaaide, H- [ (IS, 2R) -3-( ( (4 -aai nophenyl) sulfonyl] (2-oethylpropyl) aaino) -2- 
hydroxy-l-(phenylnethyl)propyl]-2-aethyl- (9CI) (CA INDEX NAME) 

Absolute stereocheaiatry. 
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NH2 

REFERENCE COUNT: 53 THERE ARE 53 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



RN 1692S0-60-B CAPLUS 

CN Benzaaide, N- [ (IS, 2R) -3- { [ (4 -aai nophenyl) sulfonyl) (2-oethylpropyl) aaino} -2- 
hydroxy-l-(phenylnethyl) propyl] -3- hydroxy- 2-oethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 169280-65-3 CAPLUS 

CN Benzaaide, N- [ (IS, 2R) -3- [ [ (3 -ami nophenyl) sulfonyl] (2-methylpropyl) amino] -2- 
hydroxy-l-(phenylmethyl) propyl] -3-hydroxy-2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OTHER SOURCE ( S) : 



COPYRIGHT 2005 ACS on STN 

WO 1994-US9139 
US 1995-451090 
US 1999-288080 
US 2001-798255 
US 2002-157019 
US 2002-1994B1 
US 2003-633376 

MARPAT 132:322147 



(Continued) 

W 19940823 

A3 19950525 

Al 19990408 

Al 20010305 

Al 20020530 

A3 20020722 

Al 20030804 



.A, 



O o 



OH R3 



N— S02Ph 
I 

OH CH2-Bu-i II 



AB Amino acid hydroxyethylamino sulfonamide compds. I [R2 - (un) substituted 
aryl, (cyclo) alkyl, aralkyl, cycloalkylalkyl; R3 ■ alkyl, haloalkyl, 
alkenyl, alkynyl, hydroxy-, alkoxy-, alkylthio-, or alkylsulfonylalkyl, 
cycloalkylalkyl. heterocycloalkyl, heteroaryl, heterocycloalkylalkyl, 
aryl, aralkyl, or heteroaralkyl; R4 ■ heterocycloalkyl, heteroaryl or 
aryl; Y - O or S; A = heterocycloalkyl, heterocycloalkoxy, 
heterocycloalkylalkoxy, heteroaralkyl, heteroarylalkoxy, heteroaryloxy or 
heteroaryl] vere prepared as retroviral protease inhibitors, particular as 
inhibitors of HIV protease. Thus, compound II (Cbz - benzyloxycarbonyl) vas 
prepared and assayed for HIV inhibitory activity (IC50 • 16 nM) . Compds. of 
formula I were tested for cytotoxicity and efficacy (IC50, EC50 and TD50 
values at the nanomolar level are tabulated) . 

IT 169280-77-7P 169280-78-BP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); RCT (Reactant); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); RACT 
(Reactant or reagent); USES (Uses) 

(amino acid hydroxyethylamino sulfonamides as retroviral protease 
inhibitors) 

RN 169280-77-7 CAPLUS 

CN Benzamide. 4-amino-N- [ (IS, 2R) -2-hyd roxy-3- { [ (4 -raethoxyphenyl) sulfonyl] (2- 
methylpropyl) amino) -1- (phenylmethyl) propyl] -2-raethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



L4 AJJSVER 15 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 




RN 169280-7B-8 CAPLUS 

CM Benzamide. N- ( ( IS, 2R) -2-hydroxy-3- ( ( (4-methoxyphenyl) sulfonyl] (2- 

cethylpropyDaaino] -1- (phenylmethyl) propyl] -2-eethyl-4-nitro- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




IT 159005-7S-1P 159005-76-2P 1S9005-77-3P 
159005-78-4P 1S9006-42-5P 1692B0-38-0P 

169280- 39-1P 169281-06-5P 169281-07-6P 
1692B1-08-7P 169281-09-8P 1692B1-10-1P 

169281- 11-2P 169291-12-3P 216871-08-9P 
216871-H-«P 216871-19-1P 216B71-34-0P 
216871-40-BP 216S71-46-4P 216871-50-OP 
216871-56-6P 216B71-60-2P 216871-65-7P 

216871- 6B-0P 216B71-72-6P 2I6871-77-1P 
216B71-82-BP 216871-92-0P 216871-97-3P 
216B72-02-SP 215872-08-lP 216872-13-BP 

216872- 20-7P 216972-28-5P 216B72-34-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(amino acid hydroxyethylamino sulfonamides as retroviral protease 
inhibitors) 
RN 159005-75-1 CAPLUS 

CN Benzaoide, N- ( (IS, 2R) -2-hydroxy-3- [ [ ( 4 -me thoxyphenyl) sulfonyl) (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl) -2. 6-dimethyl- (9C1) (CA INDEX 
NAME) 

Absolute stereochemistry. 



L4 AJJSVER 15 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 




RN 159005-76-2 CAPLUS 

CN Benzaaide, N-[ <1S, 2R) -2-hydroxy-3- [( (4 -me thoxyphenyl) sulfonyl) (2- 

methylpropyl) amino] -l-(phenylmethyl) propyl) -2-nethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159005-77-3 CAPLUS 

CN Benzamide, 2-ethyl-N- ( (IS, 2R) -2-hydroxy-3-] [ (4 -me thoxyphenyl) sulfonylj (2- 
oethylpropyl) amino) -1- (phenylraethyl) propyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159005-7B-4 CAPLUS 

CN Benzamide, 2-chloro-N- [ ( IS, 2R) -2- hydroxy- 3- ( ( ( 4 -me thoxyphenyl) sulfonyl) (2- 
nethylpropyl) amino) -1- (phenylmethyl) propyll - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159006-42-5 CAPLUS 

CN Benzamide, N-[ (1S,2R) -2-hydroxy-3- [ ( (4-methoxyphenyl) sulfonyl) (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 169280-38-0 CAPLUS 

CN Benzamide, 4- (dimethylamino) -N- [ (IS, 2R) -2-hydroxy-3-{ [ (4- 

methoxyphenyl) sulfonyl] ( 2-methylpropyl) amino] -1 - (phenylraethyl) propyl] -2- 
nethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 169280-39-1 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2- hydroxy- 3- [ [ (4 -hydroxyphenyl) sulfonyl] (2- 

methylpropyl) ami no] -1- (phenylraethyl) propyl) -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 169281-06-5 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2-hydroxy-3- [ (3-methylbutyl) (phenylsulfonyl) amino] -1- 
(phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 169281-07-6 CAPLUS 

CN Benzamide, N-{ (IS, 2R) -2-hydroxy-3- [ ( (4-methoxyphenyl) sulfonylj (2- 

raethylpropyl) amino) -1- (phenylmethyl) propyl] -2-methyl-3-nitro- (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 



0 0 r O Me 



RN 169281-0B-7 CAPLUS 

CN Benzamide, 3-amino-N- [ (IS, 2R) -2-hydroxy-3- [[ (4 -me thoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 169281-09-8 CAPLUS 

CN Benzamide, 3- (dimethylamino) -N-[ ( IS, 2R) -2- hydroxy- 3- [ [ (4 - 

me thoxyphenyl) sulfonyl] (2-methylpropyl) ami no] -1- (phenylraethyl) propyl] -2- 
methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 169281-10-1 CAPLUS 

CN Benzamide, N-{ (IS, 2R) - 2 -hydroxy- 3- { ( (4-raethoxyphenyl) sulfonyl) (2- 

methylpropyl) amino) -1- (phenylmethyl)propyl] -2-nethyl-5-nitro- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Ph 





RN 216871-09-8 CAPLUS 

CN lH-Indole-S-carboxamide. N- (2-hydroxy-3-( [ (4-oethoxypherryl) sulfonyl) (2- 
oethylpropyUamino]-!- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 




RN 216871-14-6 CAPLUS 

CN Benzamide, N-{ 2- hydroxy- 3- {[ (4-oethoxyphenyl) sulfonyl] (2- 

methylpropyl) amino) -1- (phenyloethyl) propyl) -2. 4-dieethyl- (9CI) (CA INDEX 
NAME) 



RN 169281-11-2 CAPLUS 
CN Benzamide, 5-amino-N- 

oethylpropyl) amino] -1 

NAME) 

Absolute stereochemistry. 



(IS, 2R) -2-hydroxy-3- { [ (4-oethoxyphenyl) sulfonyl) (2- 
(phenyloethyl) propyl] -2 -methyl- (9CI) (CA INDEX 




Art 



O Bu-i OH CH2-Ph 
II I II 
" N-CH2-CH-CH-NH-C- 



216871-19-1 CAPLUS 

Benzamide, N- ( 2- hydroxy- 3- ( I ( 4 -methoxyphenyl) sulfonyl] (2- 

rae thy lpropyl) amino] -1- (phenylmethyl) propyl) -2, 5-dinethyl- (9CI ) 

NAME) 



RN 1692B1-12-3 CAPLUS 

CN Benzamide, 5- (dimethylamino) -N- [ (IS, 2R) -2- hydroxy- 3- [1(4- 

methoxyphenyl) sulfonyl) (2-methylpropyl) amino] -1- ( phenylne thy 1) propyl] -2- 
methyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



Bu-i OH CH 2 -Ph 
I I I 

- N- CH2- CH- CH- NH- 



216871-34-0 CAPLUS 

Benzamide, 2-chloro-N- { 2-hydroxy-3- [ [ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino]-! -(phenylnethyl) propyl]- (9CI) (CA INDEX NAME) 
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0 Bu-i OH CH2~Ph 
It I I 
S- N— CH2- CH- CH- NH- 
II 



216871-40-8 CAPLUS 

Benzamide, 2-ethyl-N- [ 2-hydroxy-3- [ [ (4-methoxyphenyl) sulfonyl) (2- 
methylpropyl) amino] -1 - (phenylmethyl) propyl] - (9CI) (CA INDEX NAME) 
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O Bu-i 



ft /V^ o 



OH CH2-Ph 

I I I 

I— CH2- CH- CH- NH- C 



216871-60-2 CAPLUS 

Benzamide, N- { 2-hydroxy-3- [ [ (4-methoxyphenyl) sulfonyl] (2- 

me thy lpropyl) amino] -1- (phenylmethyl) propyl] -2- (raethylsulf onyl) - 

INDEX NAME) 



°\^T\ O Bu-i 

T ii ii i 

l^L-p-C 



OH CH 2 -Ph 0 
I I 

CH2- CH- CH— NH- C- 



■30 



216871-46-4 CAPLUS 

Benzamide, N- (2- hydroxy- 3- [ [ (4-methoxyphenyl) sulfonyl) (2- 

me thy lpropyl) amino) -1- (phenylmethyl) propyl] -2- (1-methylethyl) - 

INDEX NAME) 



"XX 



O Bu-i OH CH2-Ph 0 
I || || 

S— N— CH 2 — CH— CH — NH- ~ 



216B71-50-0 CAPLUS 

Benzamide, N- [2-hydroxy-3-{ [ (4-methoxyphenyl) sulfonyl) (2- 
methy lpropyl) amino] -1- (phenylmethyl) propyl] -2, 6-dimethyl- (9CI) 
NAME) 



'XX 



0 Bu-i OH CH2-Ph 
II I II 
S- N- CH 2 ~ CH- CH- NH— 



"r9 

Me 



216871-56-6 CAPLUS 

Benzamide, N- [ 2-hydroxy- 3- [ [ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -2, 3-dimethyl- (9CI ) 
NAME) 



[ 111 I 



OH CH2- 

I I 

- CH- CH- N 



216871-65-7 CAPLUS 

Benzamide, N-[2-hydroxy-3-[ [ (4-methoxyphenyl) sulfonyl] (2- 

methy lpropyl) amino] -1- (phenylmethyl) propyl] -3- (methylsulfonyl) - (9CI ) 

INDEX NAME) 



°V^\ O Bu-i OH CH 2 -Ph 

T ) n i ii _r 1 s 

S- N- CH 2 - CH- CH— NH- C— II 



216871-6B-0 CAPLUS 

Benzamide, N-{2-hydroxy-3- ([ (4-methoxyphenyl) sulfonyl] (2- 

me thy lpropyl) ami no] -1- (phenylmethyl) propyl] -4- (methylsulfonyl) - 

INDEX NAME) 



°V\ O 



Bu-i OH CH 2 ~Ph 

I I I 

• N— CH 2 - CH- CH— NH- 



rtXi 



216871-72-6 CAPLUS 

Benzamide, N- [ 2-hydroxy-3- [ { (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino) -1- (phenylmethyl) propyl] -2-( (methylsulfonyl) methyl] - 
(9CI) (CA INDEX NAME) 
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CH2- Ph 



JOT 



O Bu-i OH 

HI I I 

" CH2-CH-CH-»m-C- 



RN 216871-77-1 CAPLUS 

CM Benzaaide, N-( 2- hydroxy- 3- [ [ (4-aethoxyphenyl) sulfonyl) (2- 

aethylpropyl) aaino] -1- (phenylaethyl) propyl] -3-{ (oethylsulfonyl) methyl) - 
(9CI) (CA INDEX NAME) 



o Bu-i OH CH2~Ph 

Yj ii i ii /\/C 

l^il— S- N- CH 2 - CH- CH- NH- C— j^j]^ 



216871-82-8 CAPLUS 

Benzaaide, N- (2-hydroxy-3- [ ( (4-aethoxyphenyl) sulfonyl] (2- 
aethylpropyl) aaino) -1- (phenylaethyl) propyl] -4-{ (aethylsulfonyl) a 
(9CI) (CA INDEX NAME) 



0 Bu-i 

To 1 



OH CH 2 - Ph 
I I 

CH 2 - CH- CH— NH — C- 
II 



216871-92-0 CAPLUS 

Benzaaide, N- f 2-hydroxy-3- [ (2-methylpropyl) (phenylsulf onyl) aaino) -1- 
(phenylaethyl) propyl]- (9CI) (CA INDEX NAME) 



Ph-C-NH OH 0=S-Ph 
I I I 
Ph- CH2-CH- CH- CH 2 - N— Bu-i 



216871-97-S CAPLUS 

Benzaaide, N- [2-hydroxy-3- [ [ (4-aethoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylaethyl) propyl]- (9CI) (CA INOEX NAME) 
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O Bu-i OH NH-C-Ph 

II I II 

- 1-CH2-CH-CH-CH2-Ph 



216372-02-5 CAPLUS 

Benzaaide, N-{2-hydroxy-3-[ ( (4-cethoxyphenyl) sulfonyl) (2- 
oethylpropyl) aainol-l-(phenylBethyl) propyl) -2-aethyl- (9CI) (CA INDEX 
NAME) 



O Bu-i OH CH2~Ph 
II I II 
S- N- CH2- CH- CH- NH- 



216872-09-1 CAPLUS 

Benzaaide, N- [2-hydroxy-3- (( (4-aethoxyphenyl) sulfonyl] (2- 
oethylpropyl) aaino] -1- (phenylaethyl) propyl] -3-aethyl- (9CI) (CA INDEX 
NAME) 



jCr' 



O Bu-i OH CH?-Ph 

SI I II 

S- N— CH 2 ~ CH- CH- NH- C 
II 



XX 



216872-13-8 CAPLUS 

Benzaaide. N- [2- hydroxy- 3-{ ( (4-aethoxyphenyl) sulfonyl] (2- 
ae thy lp ropy 1) aaino) -1- (phenylaethyl) propyl] -4-aethyl- (9CI ) 
NAME) 



O Bu-i 
II I 

S-N-CH2-CI 



OH CH 2 -Ph 
[— CH— NH— 



nx 



216872-20-7 CAPLUS 

Benzaaide, N- [2-hydroxy-3- ([ (4-aethonyphenyl) sulfonyl] (2- 
methylpropyl) aaino] -1- (phenylaethyl) propyl] -2-methoxy- (9CI) 
NAME) 
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0 \^TNs O Bu-i 
Ic^ii— S-N-C 



OH CH 2 - Ph 0 

I I II ^ 
CH 2 - CH- CH— NH- C 



216872-28-5 CAPLUS 

Benzaaide, N- [ 2- hydroxy- 3- { ( (4-aethoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylaethyl) propyl] -3-methoxy- (9CI ) 
NAME) 



0 Bu-i OH CH 2 -Ph 
II I II 
- S- N— CH 2 - CH- CH- NH- C 



XX' 



RN 216872-34-3 CAPLUS 

CN Benzamide, N- [ 2-hydroxy-3- I [ (4 -aethoxyphenyl) sulfonyl) (2- 

methylpropyl) amino) -1- (phenylaethyl) propyl] -4-methoxy- (9CI) 
NAME) 



XX: 



0 Bu-i 
II ' 



OH CH 2 - Ph 



S- N— CH2- CH- CH- NH— 



i-CT° 
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OTHER SOURCE(S): MARPAT 132:265504 

AB Hydroxyethylamino sulfonamide compds. R9R10N(CR7R8)pCHRlC(:Y)NR6CHR2CH(OH) 
CH2NR3S(:0)xR4 [I: Rl - H, CH2S02NH2, CH2C02CH3 , alkyl, haloalkyl, 
alkenyl, alkynyl, cycloalkyl, amino acid side chains, etc.; R2 - 
(un) substituted alkyl, aryl, cycloalkyl, cycloalkylalkyl, aralkyl; R3 - H. 
alkyl. haloalkyl, alkenyl, alkynyl, aryl, heteroaryl, mono- and 
disubstituted aminoalkyl, etc.; R4 - alkyl, haloalkyl, alkenyl, alkynyl, 
aryl, (un) saturated heterocycle, (un) substituted aromatic heteroeycloalkyl, 

etc.; 

R6 - H, alkyl; Y - O, S, NR3; R7,R8 - independently H, Rl, or together 
with Rl and the carbon atoms to which they are attached represent a 
cycloalkyl radical; R9 - H, R3, or R3S02; R10 - H, alkoxycarbonyl. 
a Iky lea r bony 1, aroyl, aryloxycarbonyl, heterocyclylalkoxycarbonyl, mono- 
and disubstituted aminocarbonyl, or aminoalkanoyl, etc.; or R9R10N ■ 
heteroeycloalkyl or heteroaryl; x ■ 0-2; p - 0-1] or their 
pharmaceutical^ acceptable salts, prodrugs, or esters were prepared as 
inhibitors of retroviral proteases such as human immunodeficiency virus 
(HIV). Many inhibitors were prepared by (1) preparing an N-protected amino 
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epoxide and (2) reacting this with an amine and (3) prepg. a sulfonamide 
by reacting with a sulfonyl chloride or sulfonyl anhydride in the presence 
of an acid scavenger. The amino function of the sulfonamide was then (4) 
deprotected and (S) reacted vith a carboxylate. Thus. 
Nl- [2R-hydroxy-3- ( (3-cethylbutyl> (phenylsulf onyl) amino] -15- 
(phenylmethyl) propyl) -2S-{ (2 -qui noli nylcarbonyl) amino] butanedi amide was 
prepd. and assayed for HIV protease inhibitory activity (IC50 - 1.5 nH) . 
Coapda. of formula I were tested for cytotoxicity and antiviral efficacy 
(IC50. ECSO. and TD50 values at the nanomolar level are tabulated) . 

IT 1692BO-77-7P 1692BO~78-BP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); RACY 
(Reactant or reagent) ; USES (Uses) 

(preparation of hydroxyethylamino sulfonamides useful as retroviral 

protease 

inhibitors) 
RN 169280-77-7 CAPLUS 

CN Benzamide, 4-amino-N- [ (IS. 2R) -2 -hydroxy- 3- { [ (4-cethoxyphenyl) sulfonyl] (2- 
cethylpropyl) amino] -1- (phenylmethyl) propyl] -2-nethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 169280-79-8 CAPLUS 

CN Benzamide, N- ( (IS, 2R) -2-hydroxy-3- (( (4-taethoxyphenyl) sulfonyl] (2- 

nethylpropyl) amino] -1- (phenylmethyl) propyl] -2-raethyl-4-nitro- (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 




IT 159005-75-1P 159005-76-2P 159O0S-77-3P 

159005-78-4P 159006-42-SP 169280-38-OP 

169280-39-1P 169280-40-4P 169280-44-BP 

1692B0-59-SP 1692B0-60-8P 1692BO-6S-3P 

1692BO-70-OP 169280-74-4P 169280-7S-5P 

169280- 76-6P 169281-06-SP 169281-07-6P 

169281- 08-7P 169281-09-8P 169281-10-1P 
169281-11-2P 169281-12-3P 216871-08-BP 
216B71-14-6P 216B71-19-1P 216971-34-OP 
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216871-40-BP 216B71-46-4P 21687 1-50-OP 
216871-56-6P 216871-60-2P 216871-65-7P 
216871-68-0P 216B71-72-6P 216871-77-1P 
216871-62-8P 216871-87-3P 216871-92-OP 

216871- 97-5P 216872-02-5P 216872-08-1P 

216872- 13-8P 2 16872-20- TP 216872-28-5P 
216872-34-3P 

RL: BAC (Biological activity or effector, except adverse): BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use): 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of hydroxyethylamino sulfonamides useful as retroviral protease 
inhibitors) 
RN 159005-75-1 CAPLUS 

CN Benzamide, N-{ (lS,2R)-2-hydroxy-3-[ ( (4-cethoxyphenyl) sulfonyl) (2- 

oethylpropyl) amino] -1- (pheny lmethyl) propyl J -2, 6-dinethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159005-76-2 CAPLUS 

CN Benzamide, N-f (lS,2R)-2-hydroxy-3- [ ( (4-nethoxyphenyl) sulfonyl] (2- 

raethylpropyl) ami no) -1- (phenyliaethyl) propyl] -2-nethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159005-77-3 CAPLUS 

CN Benzamide, 2-ethyl-N-t (IS, 2R) -2-hydroxy-3- [ t (4-methoxyphenyl) sulfonyl] (2- 
nethylpropyl) ami no) -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159005-78 -4 CAPLUS 

CN Benzamide, 2-chloro-N- [ ( IS, 2R) -2- hydroxy- 3- [ [ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino) -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-42-5 CAPLUS 

CN Benzamide, N-[ (IS, 2R) -2-hydroxy-3-{ [ (4-methoxyphenyl) sulfonyl) (2- 

methylpropyl) ami no] -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



W// 



X 

HN P 



169280-38-0 CAPLUS 

Benzamide, 4- (dimethyl ami no) -N-{ (1S.2R) -2-hydroxy-3- { ( (4- 
methoxyphenyl) sulfonyl) (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -2- 
methyl- (9CI) (CA INDEX NAME) 
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RN 169280-39-1 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2-hydroxy-3-( ( (4-hydroxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 169280-40-4 CAPLUS 

CN Benzamide, 3-hydroxy-N- ( (1S,2R) -2-hydroxy-3- [ [ (4-methoxyphenyl) sulfonyl) (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl) -2-raethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 169280-44-8 CAPLUS 

CN 6-Benzothiazolecarboxamide, 2-amino-N- ( ( IS , 2R) -2- hydroxy- 3- [ [ (4- 

methoxyphenyl) sulfonyl] (2-methylpropyl) amino) -1- (phenylmethyl) propyl) - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 
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RN 169280-59-5 CAPLUS 

CM Benzaaide. N- ( (IS. 2R) -3- ( [ (4-aainophenyl) sulfonyl] (2-methylpropyl) aninoj -2- 
hydroxy-1- (phenylaethyl) propyl) -2-aethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 0 r 0 Me 

\£ l 11 



RH 1692B0-60-B CAPLUS 

CN Benzaaide. N- [ (IS. 2R) -3- [ ( (4-aainophenyl) sulf ony 1) (2-oethylpropyl) aaino) -2- 
hydroxy-1- (phenylaethyl) propyl] -3-hydroxy-2-aethyl- (9CI) (CA INDEX NAME) 

Absolute stereocheaistry. 




RN 1692B0-65-3 CAPLUS 

CN Benzaaide, N-[ (IS, 2R) -3-[ { (3-aainophenyl) sulf onyl) (2-oethylpropyl) aaino] -2- 
hydroxy-l-(phenylmethyl) propyl) -3-hydroxy-2-aethyl- (9CI) (CA INDEX NAME) 

Absolute stereocheaistry. 




NH2 
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RN 169280-10-0 CAPLUS 

at Benzaaide, 3-aaino-N-{ (IS. 2R) -3- [ ( (2, 3-dihydro-S-benzofuranyl) sulfonyl] (2- 
ce thy lp ropy 1) aaino) -2-hydroiry-l- (phenylaethyl) propyl) -2-oethyl- (9C1) (CA 
INDEX NAME) 

Absolute stereocheaistry. 




RN 1692B0-74-4 CAPLUS 

OJ Benzaaide, 3-aaino-N- [ ( IS, 2R) -3- ( (1 , 3-benzodioxol-5-ylsulf onyl) (2- 

aethylpropyl) aaino) -2-hydroxy-l- (phenylaethyl) propyl) -2-methyl- (9CI) (CA 
INDEX NAME) 

Absolute stereocheaistry. 




RN 1692B0-75-S CAPLUS 

CN Benzaaide, N-{ (1S.2R) -3-[ (1, 3-benzodioxol-5-ylsulfonyl) (2- 

aethylpropyl) aaino) -2-hydroxy-l- (phenylaethyl) propyl) -4-hydroxy-2-methyl- 
(9CI) (CA INDEX NAME) 

Absolute stereocheaistry. 




RN 169280-76-6 CAPLUS 

CN Benzaaide, N-[ (IS, 2R) -3- [ (1, 3-benzodioxol- 5-ylsulf onyl) (2- 

methylpropyl) aaino] -2-hydroxy-l- (phenylmethyl) propyl) - 3- hydroxy- 2-rae thy 1- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Ph. 




RN 169281-06-5 CAPLUS 

CN Benzaaide, N- [ (IS, 2R) -2-hydroxy- 3- ( (3-methylbutyl) (phenylsulf onyl) amino) -1- 
(phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



°\V ph 

HO 0=S 
I 




RN 169281-07-6 CAPLUS 

CN Benzaaide, N- [ (IS, 2R) -2-hydroxy-3- [{ (4-raethoxyphenyl) sulfonyl) (2- 

methylpropyl) aaino] -1- (phenylmethyl) propyl] - 2-methyl- 3- nitro- (9CI) (CA 
INDEX NAME) 

Absolute stereocheaistry. 




RN 169281-08-7 CAPLUS 

CN Benzaaide, 3-amino-N- [ (IS, 2R) -2- hydroxy- 3- [ [ (4-methoxyphenyl) sulfonyl] (2- 
nethylpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX 
NAME) 
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Ph 



MeO' 




RN 169281-09-8 CAPLUS 

CN Benzaaide, 3- (dimethyl ami no) -N- { ( IS, 2R) -2- hydroxy- 3- [ [ (4 - 

me thoxy phenyl) sulf onyl] (2-methylpropyl) aaino] -1- (phenylmethyl) propyl) -2- 
raethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Ph 




RN 169281-10-1 CAPLUS 

CN Benzaaide, N-[ (1S,2R) -2- hydroxy- 3- [ [ (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl} -2-methyl-S-nitro- (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 169281-11-2 CAPLUS 

CN Benzaaide, 5-amino-N-{ (IS, 2R) -2-hydroxy-3- [ [ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) aaino] -1- (phenylmethyl) propyl) -2-methyl- (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 



L4 ANSWER 16 OF 24 CAPLU5 COPYRIGHT 2005 ACS on STN 



ANSWER 16 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN 




RN 169281-12-3 CAPLUS 

CN Benzamide, 5- (dice tbylaaino) -N- [ (IS, 2R) -2-hydroxy-3- [ | (4- 

nethoxyphenyl) sulfonyl] (2-methylpropyl) amino] -1- (phenylnethyl) propyl) -2- 
methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




216871-08-8 CAPLUS 

lH-lndole-5-carboxamide, N- {2-hydroxy-3- ( [ (4-methoxyphenyl) sulfonyl) (2- 
nethylpropyDacd.no} -1- (phenylnethyl) propyl) - (9CI) (CA INDEX NAME) 



°\ r ^\ O E 



Bu-i Ph-CH2 
- CH2-CH-CH-NH-C 
OH 



TOO. 



jCr 



0 Bu-i OH CH? 

II I II 

S— N— CH2 — CH— CH— 

u 

o 




216871-34-0 CAPLUS 

Benzamide, 2-chloro-M-(2-hydrory-3-( { (4-methoxyphenyl) sulfonyl) (2- 
me thy lp ropy 1) ami no) -1- (phenylmethyl) propyl)- (9CI) (CA INDEX NAME) 



OH CH2-Ph 
I I 

S- N- CH2- CH- CH- NH C 

II II 



216871-40-8 CAPLUS 

Benzamide. 2-ethyl-N- [2-hydroxy-3- [[ (4 -nethoxyphenyl) sulfonyl] (2- 
raethylpropyl)amino)-l-(phenyloethyl)propyl)- (9CI) (CA INDEX NAME) 



0 Bu-i OH CH2-Ph 0 

:: i ii 

S- N— CH2- CH- CH— NH— 
II 



h 0 
Et 



216871-46-4 CAPLUS 

Benzaiaide, N-[2-hydroxy-3-[ { (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino) -1- (phenylnethyl) propyl) -2- ( 1-nethylethyl) - 
INDEX NAME) 



216871-14-6 CAPLUS 

Benzamide, N- { 2-hydroxy-3- [ [ (4 -nethoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylnethyl) propyl) -2, 4 -dimethyl- (9CI) (CA INDEX 
NAME) 



°\ < S?\ 0 Bu-i 

\ It 11 1 

l^l_S-N-C 



OH CH2- Ph O 
I I 
CH2-CH-CH— NH- 



XT 



0 Bu-i 



OH CH2-F 

CH-CH-NH-C 
II 



216B71-S0-0 CAPLUS 

Benzamide, N- [ 2-hydroxy-3- [ { (4 -nethoxyphenyl) sulfonyl] (2- 
nethylpropyl) amino} -1- (phenylnethyl) propyl) -2 . 6-dinethyl- (9CI) 
NAME) 



RN 216871-19-1 CAPLUS 

CN Benzamide. N-(2-hydroxy-3-[ [ (4 -nethoxyphenyl) aulf onyl) (2- 

nethylpropyl) amino) -1- (phenylnethyl) propyl) -2, S-dinethyl- (9CI) (CA INDEX 
NAME) 
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Me °\^\ O Bu-i OH CH2~Ph M °\/^ 

T il" 1 1 1 Ji i 

k% j) S- N- CH 2 - CH- CH- NH C IL 4) 

^11 11 Y 

O 0 I 



216871-56-6 CAPLUS 

Benzamide, N- (2-hydroxy-3- [( (4 -nethoxyphenyl) sulf onyl) (2- 
nethylpropyl) amino) -1- (phenylnethyl) propyl) -2, 3-dimethyl- (9CI) 
NAME) 



XT' 



O Bu-i OH CH2-Ph 

I II 
S- N— CH2- CH" CH- NH— 



216871-60-2 CAPLUS 

Benzanide, N-{2-hydroxy-3-[ [ (4 -nethoxyphenyl) sulf onyl) (2- 
methylpropyl) amino] -1- (phenylnethyl) propyl) -2- (nethylsulf onyl) - 
INDEX NAME) 



•XJ-l 



O Bu-i OH CH2-P^ 

I II 

N-CH2-CH-CH-NH- 



216871-65-7 CAPLUS 

Benzamide, N-I2-hydroxy-3-l [ (4 -nethoxyphenyl) sulfonyl] (2- 
methylpropyl) amino) -1- (phenylnethyl) propyl] -3- (nethylsulf onyl) - (9CI ) 
INDEX NAME) 



0 Bu-i OH CH2-Ph 
S- N— CH 2 - CH— CH- NH— C— H _ ^ 



216871-68-0 CAPLUS 

Benzamide, N- [ 2-hydroxy-3- [ [ (4 -nethoxyphenyl) sulfonyl) (2- 

ne thy lp ropy 1) amino] -1- (phenylnethyl) propyl) -4- (nethylsulf onyl) - (9CI ) 

INDEX NAME) 
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XX- 



O Bu-i OH CH2-Ph 
I II 
N— CH 2 - CH- CH- NH- 



rtXl 



216871-72-6 CAPLUS 

Benzamide, N- ( 2- hydroxy- 3- [ [ ( 4 -nethoxyphenyl) sulfonyl] (2- 
nethylpropyl) amino] -1- (phenylnethyl) propyl) -2- [ (nethylsulf onyl) nethyl) - 
(9CI) (CA INDEX NAME) 



JOT 



CH2-CH- CH- NH- C- 



216871-77-1 CAPLUS 

Benzamide, N-[2-hydroxy-3- t ( (4 -me thoxyphenyl) sulfonyl) (2- 
raethylpropyDanino] -1- (phenylnethyl) propyl) -3- [ (nethylsulf onyl) methyl] - 
(9CI) (CA INDEX NAME) 



°\x?T\ O Bu-i OH CH 

T il 11 1 1 1 

l^JJ — S- N— CH2- CH— CH 



CH2- S-Me 
II 



216871-82-8 CAPLUS 

Benzamide, N- [2-hydroxy-3- { { (4 -me thoxyphenyl) sulfonyl) (2- 
nethylpropyl) amino] -1- (phenylnethyl) propyl) -4-{ (nethylsulf onyl) nethyl] - 
(9CI) (CA INDEX NAME) 



°\xTs s O Bu-i 
I il 11 1 



OH CH 2 -Ph 



CH2- CH- CH- NH- C 
II 



II 

CH2- S- 



RN 216871-87-3 CAPLUS 
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Benzaaide. N-[2-hydroiry-3-( (3-cethylbutyl) (phenylsulfonyl) aaino] -1- 
(phenylaethyl) propyl}- (9CI) (CA INDEX NAME) 



II II 

Ph-C-NH OH 0=S-Ph 

I I I 

Ph- CH 2 - CH- CH- CH2- N- CH 2 - CH2- CHMC2 



RN 

cn 



216871-92-0 CAPLUS 

Benzaaide, N- l2-hydroxy-3-( (2-eethylpropyl) (phenylsulfonyl) aaino] -1- 
(phenylaethyl) propyl]- (9CI) (CA INDEX NAME) 



Ph-C-NH OH 0=S-Ph 
I I I 
Ph- CH 2 -CH- CH- CH 2 - N— Bu-i 

RN 216871-97-5 CAPLUS 

CN Benzaaide, N- { 2- hydroxy- 3- ( [ (4 -oethoxyphenyl) sulf onyl] (2- 

aethylpropyl) aaino] -1- (phenylmethyl)propyl] - (9CI) (CA INDEX NAME) 
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O Bu-i OH CH?- Ph 

; i ii 

S- N~ CH 2 - CH- CH- HH-<_ 
II II 



r-O. 



216872-13-B CAPLUS 

Benzaaide, N-(2-hydroxy-3-( ( (4-aethoxyphenyl) sulf onyl] (2- 
cethylpropyl) aaino] -1- (phenylaethyl) propyl] -4-eethyl- (9C1) 
NAME) 



O Bu-i OH CH2-Ph 

II I II 

S- N— CH2- CH- CH- NH- 1 
II I 



216B72-20-7 CAPLUS 

Benzaaide, N- {2-hydroxy-3- ( ( (4-oethoxypbenyl) sulfonyl] (2- 
nethylpropyl) aaino] -1- (phenylaethyl) propyl) -2-nethoxy- (9CI) 
NAME) 



rr 



o 

II 

OH NH-C-Ph 



N- CH2- CH- CH- CH2- Ph 



RN 216872-02-5 CAPLUS 

CN Benzaaide, N- [ 2- hydroxy- 3- [ ( (4 -oethoxyphenyl) sulf onyl] (2- 
aethylpropyl) aaino] -1- (phenylmethyl) propyl] -2-methyl- (9CI) 
NAME) 



O Bu-i OH CH2~Ph Me \^"^ 
S-N-CH2-CH-CH-NH C — 



RN 216872-08-1 CAPLUS 

CN Benzamide, N- [ 2- hydroxy- 3- ( ( (4 -methoxyphenyl) sulf onyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -3-methyl- (9CI) 
NAME) 



O Bu-i OH CH2-Ph O 

ii i ii r 

S- N— CH 2 - CH- CH— NH- 

MeO' 



O 



216872-28-5 CAPLUS 

Benzaaide, N- { 2- hydroxy- 3- { { (4 -oethoxyphenyl) sulf onyl] (2- 
methylpropyl) aaino] -1- (phenylaethyl) propyl) -3-methoxy- (9CI) 
NAME) 



j-s, II I 

o 



Ju-i OH CH 2 -Ph 
I II 

CH2- CH- CH- NH- 



rcr 



216872-34-3 CAPLUS 

Benzaaide, N- [ 2- hydroxy- 3- [ ( (4 -raethoxyphenyl) sulf onyl] (2- 
methylpropyl) aaino] -1- (phenylmethyl) propyl] -4-methoxy- (9CI) 
NAME) 
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1999:811207 CAPLUS 
132:49801 

Preparation of l-acylamino-3- (N-arylsulfonyl-N- 

alkoxyaaino) -2-hydroxypropanes and related compounds 

as inhibitors of HIV aspartyl protease. 

Sherrill, Ronald George: Hale, Michael R.; 
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PCT Int. Appl., 344 pp. 
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OTHER SOURCE (S) : MARPAT 132:49801 

AB ABxN (Gx) CHDCHOR7CH2ND' S02E [A - H, (substituted) Ht, RlHt, RIAk; Ak - 

alkyl; Ht - cycloalkyl, cycloalkenyl, (substituted) aryl, heterocyclyl; Rl 

- CO, S02, COCO, 02C, NR2CO, NR2S02. etc.; B - null, NR2C(R3)2CO; x - 0, 
It R2 - H, (substituted) Ht, alkyl; R3 - H, (substituted) Ht, alkyl, 
alkenyl, cycloalkyl, cycloalkenyl; G - null, H, R7, alkyl; G may be bound 
to R7; D - (substituted) 0. alkyl, alkenyl; Q - (substituted) carbocyclyl, 
heterocyclyl; D* - OR10, N:R10. N(R10)R1R3; E - Ht, OHt, OR3. NR2R3, 
(substituted) alkyl, alkenyl, etc.; R7 - H. (CH20) xY(ZM) ( :X) Z (M) x, etc.: M 

- null, H, Li, Na, K, Mg, Ca. Ba. alkyl. alkenyl, etc.; X - O, S; Y - P, 
S; Z - O, S, N(R2)2. H] , were prepared as inhibitors of HIV aspartyl 
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protease (no data) . Thus. 3-H2HC6H4SO2NH0CHMe2 (prepn. given), tert-Bu 
N- (lS)-l-( (2S) -oxiran-2-yl)-2-phenylethylcarbanate, and phosphazene base 
P4 tert-Bu vere stirred in 9 h in THF to give 95% tert-Bu 
N- (IS, 2R) -3-(( (3-aninaphenyl) sulfonyl] (isopropoxy) amino] -l-benzyl-2- 
hyd r oxyp r opy 1 c a r b ana t e . 
IT 252871-13-9? 252871-S6-OP 232871-62-87 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPM (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PRE? (Preparation); USES (Uses) 

(preparation of l-acylanino-3- (N-arylsulfonyl-N-alkoxyaaino) -2- 
hydroxypropanes and related coepds. as inhibitors of HIV aspartyl 
protease) 
RN 252871-13-9 CAPLUS 

CN Benzamide. H-( (IS. 2R) -3-[ (cyclopentyloxy) { (4 -oethoxyphenyl) sulfonyl) ani no] - 
2-hydroxy-l-(phenylmethyl) propyl] -2-cethyl- (9CI) (CA INDEX NAME) 

Absolute stereocheaistry. 
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RN 252871-56-0 CAPLUS 

CN Benzaaide, 3-hydroxy-N- [ (IS, 2R) -2-hydroxy-3- { { (4-nethoxyphenyl) sulfonyl] ti- 
mely lpropoxy) amino] -1- (phenylmethyl) propyl] -2-raethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




Me 



RN 252871-62-8 CAPLUS 

CN Benzamide, 3-hydroxy-N- [ (IS, 2R) -2-hydroxy-3- ([ (4- 

methoxyphenyl) sulfonyl] [ (tetrahydro-2H-pyran-4-yl) oxy) amino] -1- 
(phenylmethyl)propyl]-2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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(Reactant or reagent) 

(benzamide deriv. enzyme inhibitors) 
RN 246047-38-1 CAPLUS 

CN Benzamide, N-( (IS) -2-hydroxy-l- (phenylnethyl) -3- 

( (phenylsulfonyl) amino] propyl) -3-( (2-naphthalenylsulfonyl) amino] - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 246047-46-1 CAPLUS 

CN Benzamide, N- [ (IS) -2-hydroxy-l- (phenylnethyl) -3- 

| (phenylsulfonyl) amino] propyl] -2- [ (IE) -2- (4-pyridinyl) ethenyl] - (9CI ) 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 





AB Benzamides such as (S)-I are prepared as inhibitors of enzymes, e.g., 

calpains and cathepsin B. Thus, (S)-I is prepared in 80% yield by 
oxidation of 

the corresponding ale. with pyridine-S03 complex in the presence of Et3N 
in DMSO. The ale. is prepared from 3- (2-naphthylsulfonamido) benzoic acid 
and N- [3 (S) -amino-4-phenylbutan-2 (R. S) -ol-l-yl] benzenesulf onamide. At 1 
MM, I showed >50» inhibition of calpain I. 
IT 246047-38-1P 246047-46-1P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
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a- and f*- Ami no acid hydroxys thy lani no 
sulfonamides useful as retroviral protease inhibitors 
Vazques, Michael L. ; Mueller, Richard A.: Talley, John 
J.; Getaan. Daniel P.; Decrescenzo, Gary A.j Freskos, 
John N. ; Bertenshav. Deborah E. ; Heintz, Robert M. 
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PRIORITY APPLN. INFO. 



OTHER SOURCE (S): MARPAT 131:295568 

AB a- And (3- Ani no acid hydroxyethylamino sulfonamide compda. are 

effective as retroviral protease inhibitors, and in particular as 
inhibitors of HIV protease, as well as effective in preventing the growth 
of retroviruses in a solution General and specific schemes for chemical 
synthesis of the sulf onamide-containing hydroxyethyl amine inhibitor compds. 
are described. Seventy-eight such compds. were tested for cytotoxicity 
and antiviral efficacy (IC50, ECS0, and TD50 values at the nanomolar level 
are tabulated) . 

IT 159005-75-1P 159O05-76-2P 159005-77-3P 
159O05-78-4P 169280-38-0P 169290-40-4P 
169280-44-8P l«9280-59-SP 1692B0-60-8P 
1692B0-65-3P 1692BO-70-OP 1692B0-74-4P 
1692BD-75-5P 1692B0-76-6F 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation): USES (Uses) 

(a- and p-amino acid hydroxyethyl ami no sulfonamides useful 
as retroviral protease inhibitors) 
RN 159005-75-1 CAPLUS 

CN Benzamide. N-[ (1S.2R) -2-hydroxy-3-M (4-methoxyphenyl) sulfonyl] (2- 

Dethylpropyl)anino]-l-(phenylmethyl)propyl]-2,6-dicethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 15900S-76-2 CAPLUS 

CN Benzamide, N-( (IS. 2R) -2-hydroxy-3- (( (4-aethoxyphenyl) sulfonyl] (2- 

raethylpropyl) amino] -1- (phenylmethyl) propyl) -2-oethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 159005-77-3 CAPLUS 

CN Benzamide, 2-ethyl-N- { (IS. 2R) -2- hydroxy- 3- I [ (4 -raethoxyphenyl) sulfonyl] (2- 
raethylpropyl)amina]-l-(phenylmethyl)propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry- 




RN 159005-78-4 CAPLUS 

CN Benzamide, 2-chloro-N- ( ( IS, 2R) -2- hydroxy- 3- { [ (4 -raethoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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.Ph 




RN 169280-38-0 CAPLUS 

CN Benzamide, 4- (dimethylamino) -N- [ ( IS, 2R) -2-hydroxy-3- ( [ (4- 

methoxyphenyl) sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -2- 
methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 169280-40-4 CAPLUS 

CN Benzamide, 3-hydroxy-N- [ (IS, 2R) -2-hydroxy-3- ([ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 169280-44-8 CAPLUS 

CN 6-Benzothiazolecarboxamide, 2-amino-N- [ (IS, 2R) -2 -hydroxy- 3- [ ( (4- 

raethoxyphenyl) sulfonyl] (2-methylpropyl) amino) -1- (phenylmethyl) propyl} - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Ph 

Me0 >^ 0H — N 

RN 169280-59-5 CAPLUS 

CN Benzamide, N-[ ( IS, 2R) -3- [ ( (4-aminophenyl) sulfonyl) (2-methylpropyl) amino] -2- 
hydroxy-1- (phenylmethyl) propyl) -2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 169280-60-8 CAPLUS 

CN Benzamide, N-( (IS. 2R) -3-( [ (4-aminophenyl) sulfonyl] (2-methylpropyl) amino] -2- 
hydroxy-1- (phenylmethyl) propyl] -3-hydroxy-2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 169280-65-3 CAPLUS 

CN Benzamide, N-[ (lS,2R)-3-{ [ (3-aminophenyl) sulfonyl) (2-methylpropyl) amino] -2- 
hydroxy-1 -(phenylmethyl) propyl] -3- hydroxy-2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




NH 2 
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RN 169230-70-0 CAP LUS 

CM Benzanide, 3-aaino-N- ( CIS. 2R) -3-{ ( (2. 3-dihydro-5-benzofuranyl) sulfonyl] (2- 
nethylpropyl) ani no} -2 -hydroxy- l-(phenylne thy 1) propyl} -2-nethyl- (9CI) (CA 
INDEX MAKE) 

Absolute stereochenistry. 




RN 169280-74-4 CAPLUS 

CM Benzanide, 3-anino-N- [ (IS, 2R) -3-( (1. 3-benzodioxol-S-ylsulfonyl) (2- 

nethylpropyl) amino) -2-hydroxy-l- (phenylnethyl) propyl] -2-methyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochenistry. 




RM 169280-75-5 CAPLUS 

CN Benzamide, N-[ (1S,2R) -3-[ (1, 3-benzodioxol-5-ylsulfonyl) (2- 

methylpropyl) amino) -2-hydroxy-l- (phenylmethyl)propyl] -4-hydroxy-2-methyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 169280-76-6 CAPLUS 

CN Benzamide, N- ( (IS. 2R) -3- [ (1, 3-benzodioxol-5-ylsulf onyl) (2- 

methylpropyl) amino] -2-hydroxy-l- ( phenylme thy 1) propyl} - 3- hydroxy- 2-ne thy 1- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 169280-39-1P 169280-77-7P 1692B0-7B-8P 

RL: RCT (Reactant); SPM (Synthetic preparation).- PREP (Preparation); RACT 
(Reactant or reagent) 

(a- and 0- amino acid hydroxyethylanino sulfonamides useful 
as retroviral protease inhibitors) 
RN 1692B0-39-1 CAPLUS 

CN Benzanide, H- ( (IS. 2R) -2-hydroxy-3- [ [ (4 -hydroxyphenyl) sulfonyl} (2- 

nethylpropyl)aminoj-l- (phenylmethyl) propyl) -2-nethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochenistry. 




RN 169280-77-7 CAPLUS 

CN Benzamide, 4-amino-N-l (1S,2R) - 2 - hyd roxy- 3 - [ { (4-methoxyphenyl) sulfonyl} (2- 
methylpropyl) amino} -l-(phenylmethyl) propyl) -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 169280-78-8 CAPLUS 

CN Benzamide, N-( (IS, 2R) -2-hydroxy-3- (( (4-nethoxyphenyl) sulfonyl) (2- 

nethylpropyl) amino) -1- (phenylmethyl) propyl] -2-methyl-4 -ni t ro- (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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IT 169281-07-6P 169281-0B-7P 169281-09-8P 
169281-10-1P 169281-11-2P 169281-12-3P 
216871-08-8P 216871-14-6P 216871-19-1P 
216871-34-0P 216871-40-8P 216871-46-4P 
216871-S0-0P 216871-56-6P 216871-60-2P 
216871-65-7P 216871-68-0P 216B71-72-6P 
216871-77-1P 216871-82-8P 216871-B7-3P 

216871- 92-0P 216871-97-5P 216872-02-SP 

216872- 08-LP 216872- 13-BP 216B72-20-7P 
216872-2B-5P 216872-34-3P 247047-4B-9P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(a- and 0- ami no acid hydroxyethylamino sulfonamides useful 
as retroviral protease inhibitors) 
RN 169281-07-6 CAPLUS 

CN Benzamide, N-{ (IS, 2R) - 2- hyd roxy- 3- ( ( (4-methoxyphenyl)sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl} -2-methyl-3-nitro- (9CI ) 
INDEX NAME) 

Absolute stereochemistry. 




RN 169281-08-7 CAPLUS 

CN Benzamide, 3-amino-N- { (IS. 2R) -2-hydroxy-3- [[ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino) -1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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methoxyphenyl) sulfonyl] ( 2-raethylpropyl) amino] -1- (phenylmethyl) propyl] - 
methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 169281-10-1 CAPLUS 

CN Benzamide, N- ( (IS, 2R) -2-hydroxy- 3- [( (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl) -2-methyl-5-nitro- (9CI) 
INDEX NAME) 

Absolute stereochemistry. 




RN 169281-11-2 CAPLUS 

CN Benzamide, 5-amino-N- [ (IS. 2R) -2-hydroxy-3- [[ (4-methoxyphenyl) sulfonyl] (2- 
me thy lp ropy 1) amino] -1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 169281-12-3 CAPLUS 

CN Benzamide, 5- (dime thy 1 ami no) -N- [ ( IS, 2R) -2-hydroxy- 3- [ [ (4 - 

methoxyphenyl) sulfonyl] (2-methylpropyl) amino) -1- (phenylmethyl) propyl] -2- 
roethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 169281-09-8 CAPLUS 

CN Benzamide, 3- (dimethylamino) -N- [ (IS, 2R) -2-hydroxy-3- ( { (4 - 
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RN 216871-08-B CAPLUS 

CM lH-Indole-5-carboxaaide, N-(2-hydroxy-3-I { (4 -Dethoxyphenyl) sulfonyl] (2- 
aethylpropyl)aai no] -l-(phenylaethyl) propyl)- (9CI) (CA INDEX NAME) 



Vi i r 



Ph-CH 2 

I II 
•12-CH-CH-N3 

OH 



216971-14-6 CAPLUS 

Benzaaide. N-[2-hydroxy-3-( ( (4 -aethoxyphenyl) sulfonyl] (2- 

oethylpropyl) aaino) -1- (phenylaethyl) propyl] -2, 4 -dimethyl- (9CI) (CA INDEX 
NAME) 



0 Bu-i OH CH2-Ph 

:: i ii 

S- N— CH 2 - CH- CH- NH— C- 
II 

0 o 



RN 216071-19-1 CAPLUS 

CN Benzaaide, N- (2- hydroxy- 3- ( { (4 -Dethoxyphenyl) sulfonyl] (2- 

methylpropy 1) ami no) -1- (phenylaethyl) propyl) -2, S-di methyl- (9CI) (CA INDEX 
NAME) 



0 Bu-i OH CH 2 -Ph 
I II 
N- CH 2 ~ CH— CH- NH- < 



216871-34-0 CAPLUS 

Benzaaide, 2-chloro-N- (2-hydroxy-3- [ ( (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 
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O Bu-i OH CH2-Ph 
II I II 
S- N— CH2- CH- CH- NH 



216871-40-8 CAPLUS 

Benzaiaide. 2-ethyl-H-( 2-hydroxy-3- [((« -aethoxyphenyl) sulfonyl) (2- 
oethylpropyl) amino] -1- (phenylaethyl) propyl]- (9CI) (CA INDEX NAME) 



O 



Bu-i OH CH2-Ph O 
..I II" 
S- N— CH 2 - CH- CH— NH- 



216871-46-4 CAPLUS 

Benzaaide, N-{2-hydroxy-3-{ { (4 -Dethoxyphenyl) sulfonyl] (2- 
oethylpropyl) ami no] -1- (phenylaethyl) propyl] -2- (1-oethylethyl) - 
INDEX NAME) 



O Bu-i 
II I 



OH CH2-Ph O 
I I 



- N- CH 2 - CH- CH— NH- 



216871-50-0 CAPLUS 

Benzaaide, N- [ 2- hydroxy- 3- { { (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) aaino) -1- (phenylmethyl) propyl] -2, 6-dinethyl- (9CI) (CA INDEX 
NAME) 



Bu-i OH CH 2 -Ph 
S- N— CH 2 - CH- CH- NH 



t9 



216871-56-6 CAPLUS 

Benzamide. N- ( 2- hydroxy- 3- [ [ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) aaino] -1- (phenylmethyl) propyl] -2 , 3-dimethyl- (9CI) 
NAME) 
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XT 



0 Bu-i OH CH 2 -Ph 
I II 
N- CH 2 - CH- CH- NH— C 



216871-60-2 CAPLUS 

Benzamide, N- ( 2- hydroxy- 3- ( [ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -2- (methylsulf onyl) - 
INDEX NAME) 



O Bu-i 

Tu i 



^s' 

OH CH 2 -Ph 
CH 2 - CH-CH-NH- 



TO 



216871-65-7 CAPLUS 

Benzamide. N- [ 2- hydroxy- 3- [ ( (4-methoxyphenyl) sulfonyl] (2- 
raethylpropyl) amino] -1 - (phenylmethyl) propyl] -3- (methylsulf onyl) - 
INDEX NAME) 



°\ r £? r \ l 0 Bu-i 

\ 1 'I I 
L^1—S-N-CH 2 - 



OH CH 2 -Ph 
I I 

CH- CH- NH— 



216871-68-0 CAPLUS 

Benzamide, N- [2 -hydroxy- 3- [ ( (4-methoxyphenyl) sulfonyl] (2- 

me t hylp ropy 1) amino] -1 - (phenylmethyl) propyl] -4 - (methylsulf onyl) - (9CI) 

INDEX NAME) 



XX- 



hi-i OH CH 2 -Ph 

I II 

N-CH 2 -CH-CH-NH- 



216871-72-6 CAPLUS 

Benzamide. N- [2-hydroxy-3- [[ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl) -2- ( (methylsulf onyl) methyl] - 
(9CI) (CA INDEX NAME) 
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TO! 



O Bu-i OH 
II I I I 

" N— CH2- CH— CH- NH- C- 



rP 



RN 216871-77-1 CAPLUS 

CN Benzamide, N- { 2-hydroxy-3- [ [ (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) aminoj -1- (phenylmethyl) propyl] -3-{ (methylsulf onyl) methyl] - 
(9CI) (CA INDEX NAME) 



O Bu-i OH CH 

\ 1_ ii i ii 

S- N— CH 2 — CH— CH 



TO' 



RN 216871-82-B CAPLUS 

CN Benzamide, N- (2-hydroxy-3-( ( (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1 - (phenylmethyl) propyl] -4- [ (methylsulf onyl) methyl) - 
(9CI) (CA INDEX NAME) 



°\^T\ O Bu-i OH CH?' 

f il ii i ii 

S- N— CH 2 - CH- CH- 



NH— C- 
II 



CH 2 - S-Me 
II 



RN 
CN 



216871-87-3 CAPLUS 

Benzamide, N-[2-hydroxy-3-( (3-methylbutyl) (phenylsulfonyl) amino] -1- 
(phenylmethyl) propyl)- (9CI) (CA INDEX NAME) 



Ph-C-NH OH 0=S- Ph 

I I I 
Ph-CH 2 - CH-CH- CH 2 - N— CH 2 - CH 2 - CHMe 2 



216871-92-0 CAPLUS 

Benzamide. N-{2-hydroxy-3-[ (2-methylpropyl) (phenylsulfonyl) amino] - 
(phenylmethyl) propyl] - (9CI) (CA INDEX NAME) 
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o o 
U D 

Ph-C-NH OH 0=5-Ph 
I I I 
Ph- CH2-CH- CH- CH 2 - W- Bu-i 

RN 216871-97-5 CAPLUS 

CN Benzaaide, N- ( 2- hydroxy- 3- { ( (4 -oethoxyphenyl) sulfonyl) (2- 

oethylpropyl)aoino]-l- (phenyloethyl) propyl]- (9CI) (CA INDEX NAME) 



0 Bu-i OH NH-C~Ph 
II I II 

N— CH2- CH— CH— CH2- Ph 



216872-02-5 CAPLUS 

Benzaoide. N- (2-hydroxy-3-{ | (4 -oethoxyphenyl) sulfonyll (2- 
oethylpropyl) anino] -1- (phenyloethyl) propyl] -2-cethyl- (9CI ) 
MAKE) 



O Bu-i 
l^i-S-N-CH2- 



CH- CH- NH — Cr-K^f) 
O 



216B72-08-1 CAPLUS 

Benzaaide, N-{2-hydroxy-3- [ { (4 -oethoxyphenyl) sulfonyl) (2- 
methylpropyl) amino] -1- (phenyloethyl) propyl) -3-oethyl- (9CI) (CA INDEX 
NAME) 



([ ^ S-N- 



O Bu-i OH CH>-Ph 

III II 

CH2-CH-CH-NH-C- 



II M 



216872-13-8 CAPLUS 

Benzamide, N- [2-hydroxy-3- ( I (4 -oethoxyphenyl) sulfonyl] (2- 
me thy lp ropy 1) amino} -1- (phenyloethyl) propyl] -4-methyl- (9CI ) 
NAME) 
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O Bu-i OH CH 2 -Ph 

III II 

~ N-CH2-CH-CH-NH-C- 



rtX 



RN 216872-20-7 CAPLUS 

CN Benzaoide. N- [2- hydroxy- 3- {[ (4 -oethoxyphenyl) sulfonyl] (2- 

oethylpropyl) anino] -1- (phenyloethyl) propyl) -2-oethoxy- (9CI) 
NAME) 



OH CH2-Ph O 



O E_ . 

r ii ii i ii 

k^/J S-N-CH 2 -CH-CH— NH-C ^ ^ 



RN 216872-28-5 CAPLUS 

CN Benzanide, N- [2-hydroxy-3- [[ (4 -oethoxyphenyl) sulfonyl] (2- 

oethylpropyl) aoino] -1- (phenyloethyl) propyl] -3-oethoxy- (9CI) 
NAME) 



XX 



O Bu-i OH CH 2 -Ph 
II I II 
S- N— CH2- CH- CH- NH— _ 
II II 



XT' 



216872-34-3 CAPLUS 

Benzamide, N- (2 -hydroxy- 3- ( ( (4 -oethoxyphenyl) sulfonyl J (2- 
oethylpropyl) amino] -1- (phenyloethyl) propyl) -4-oethoxy- (9CI) 
NAME) 



0 Bu-i 

r ii ii i 



OH CH2- Ph f^^Y^ 



CH2- CH- CH- NH- C 



247047-4B-9 CAPLUS 

Benzamide, N- {2- hydroxy- 1- (phenyloethyl) -3- f (phenylmethyl) (phenylsulfonyl) 
amino) propyl]- (9CI) (CA INDEX NAME) 



Ph-C-NH OH 
I I 



II 

= S-Ph 
I 



Ph-CH2~CH- CH- CH2~ N— CH 2 - Ph 



L4 ANSVER 19 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN 
REFERENCE COUNT: 



THERE ARE 44 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSVER 20 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S) : 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1998:799692 CAPLUS 
130:38712 

Preparation of a- and B-amino acid 

hydroxyethylartu.no sulfonamides useful as retroviral 
protease inhibitors 

Vazquez, Michael L. ; Mueller, Richard A.; Talley, John 
J.; Getman, Daniel; Decrescenzo, Gary A.; Freskos, 
John N. 

G.D. Searle and Co., USA 

U.S., 67 pp., Cont.-in-part of U.S. Ser. No. 934.984. 

abandoned. 

CODEN: USXXAM 

Patent 

English 



PATENT NO. KIND DATE APPLICATION NO. DATE 



US 


5843946 






A 




19981201 


US 


1993-110911 




19930824 


EP 


810209 






A2 




19971203 


EP 


1997-113434 




19930824 


EP 


810209 






A3 




19981202 










EP 


810209 






Bl 




20020605 












R: AT. 


BE, 


CH, 


DE, 


DK, 


ES, FR, 


GB, GR. IT, LI, LU, 


NL, 


SE, PT, IE 


AT 


172717 






E 




19981115 


AT 


1993-923714 




19930824 


ES 


2123065 






T3 




19990101 


ES 


1993-923714 




19930824 


AT 


218541 






E 




20020615 


AT 


1997-113434 




19930824 


PT 


810209 






T 




20020930 


PT 


1997-113434 




19930824 


ES 


2177868 






T3 




20021216 


ES 


1997-113434 




19930824 


WO 


9506030 






Al 




19950302 


VO 


1994-US9139 




19940823 




V: AM, 


AT, 


AU, 


BB, 


BG, 


BR, BY, 


CA, CH, CN, CZ, DE, 


DK, 


ES, FI, GB, 




GE, 


HU, 


JP, 


KE, 


KG, 


KP, KR, 


KZ, LK, LT, LU, LV, 


MD, 


MG, MN, MV, 




NL, 


NO, 


NZ, 


PL, 


PT, 


RO, RU, 


SD, SE, SI, SK, TJ, 


TT, 


UA, US, UZ, 




RV: KE, 


MV, 


SD, 


AT, 


BE, 


CH, DE, 


DK, ES, FR, GB, GR, 


IE, 


IT, LU, MC, 




NL, 


PT, 


SE, 


BF, 


BJ, 


CF, CG, 


CI, CM, GA, GN, ML, 


MR, 


NE, SN, TO, 


AU 


9476697 






Al 




19950321 


AU 


1994-76697 




19940823 


EP 
EP 


715618 
715618 






Al 
Bl 




19960612 
19981216 


EP 


1994-927162 




19940823 




R: AT, 


BE, 


CH, 


DS, 


DK, 


ES, FR, 


GB, GR, IE, IT, LI, 


LU, 


NL, PT, SE 


AT 


174587 






E 




19990115 


AT 


1994-927162 




19940823 


ES 


2127938 






T3 




19990501 


ES 


1994-927162 




19940823 


FI 


9500650 






A 




19950214 


FI 


1995-650 




19950214 


FI 


112471 






Bl 




20031215 










US 


5786483 






A 




19980728 


US 


1995-487662 




19950607 


US 


5830897 






A 




19981103 


US 


1995-473698 




19950607 


US 


6172082 






Bl 




20010109 


us 


1995-476788 




19950607 


US 


5744481 






A 




19980428 


us 


1997-845392 




19970425 


us 


6248775 






Bl 




20010619 


us 


1999-288080 




19990408 


us 


6335460 






Bl 




20020101 


us 


2000-510189 




20000222 


us 


6472407 






Bl 




20021029 


us 


2000-511005 




20000222 


us 


6534493 






Bl 




20030318 


us 


2000-694785 




20001024 


us 


2002052399 




Al 




20020502 


us 


2001-798255 




20010305 


us 


6417387 






B2 




20020709 










us 


2003191319 




Al 




20031009 


us 


2002-157019 




20020530 


us 


6646010 






B2 




20031111 










US 


6924286 






Bl 




20050802 


us 


2003-633376 




20030804 


PRIORITY APPLN. 


INFO. : 








us 


1992-934984 




B2 19920825 
















EP 


1993-923714 




A3 19930824 
















us 


1993-110911 




A 19930824 
















VO 


1993-US7814 




A2 19930824 



(Continued) 

A 19940302 
Al 19940823 
V 19940323 
Al 19950607 
Bl 19950607 
Al 19990409 
Al 20010305 
Al 20020530 



L4 ANSVER 20 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN 

US 1994-204827 

US 1994-29446B 

VO 1994-US9139 

US 1995-476788 

US 1995-485524 

US 1999-288080 

US 2001-798255 

US 2002-157019 
OTHER SOURCE (S) : HARP AT 130:39712 

AB Amino acid hydroxyethylanino sulfonamide coapds. P1NHCHR2CH(0H)CH2NR3S02R4 
{PI - alkoxycarbonyl. aralkoxycarbonyl. alkanoyl. eye loa Iky 1 car bony 1, 
cycloalkylalkoxycarbonyl. cycloalkylalkanoyl. aralkanoyl, aroyl, 
aryloxycarbonyl. heterocyclylcarbanyl, heterocyclyloxycarbonyl, 
heterocyclylalkoxycarbonyl, he te roar alkoxycarbonyl, heteroaryloxycarbonyl, 
heteroaroyl; R2 - alkyl, aryl, cycloalkyl, cycloalkylalkyl, 
(un) substituted aralkyl; R3 - H, alkyl, alkenyl, alkynyl, hydroxyalkyl, 
alkoxyalkyl, cycloalkyl. cycloalkylalkyl, heterocyclyl. heteroaryl, 
heterocyclylalJcyl. aryl, aralkyl, heteroaralkyl; R4 - alkyl, haloalkyl, 
alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, heteroaryl. aryl, aralkyl] 
were preparation as retroviral protease inhibitors. Thus, 

N-{2R-hydrojry-3-({ (4- 

nethoxyphenyl) sulfonyl] (2-oethylpropyl) aoino) -IS- (phenylme thy 1) propyl) -4- 
pyridinecarboxamide was prepared by amidation of isonicotinoyl chloride 
hydrochloride with 2R-hydroxy-3-{ (2-raethylpropyl) ( (4- 
nethoxyphenyl) sulfonyl] aai no) -IS- (phenylmethyl) propylamine. Protease 
inhibitory data are tabulated. 

IT 15900S-75-1P 159005-76-2P 159005-77-3P 
1S900S-78-4P 1S9006-42-5P 169281-06-5P 
216871-00-6P 216871-14-6P 216871-19-1P 
216871-34-0P 216871-40-BP 216871-46-4P 
216871-S0-0P 216871-56-6P 216871-60-2P 
216871-65-7P 2 16871-68-OP 216871-72-6P 
216871-77-1P 216871-82-BP 216B71-87-3P 

216871- 92-0P 216B71-97-5P 216B72-02-5P 

216872- 08-1P 216B72-13-BP 216B72-20-7P 
216872-2S-5P 216B72-34-3P 

RL: BAC (Biological activity or effector, except adverse): BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of amino acid hydroxyethylamino sulfonamides useful as 
retroviral protease inhibitors) 
RN 159005-75-1 CAPLUS 

CN Benzamide. N-( (lS,2R)-2-hydroxy-3-( [ (4 -methoxyphenyl) sulfonyl) (2- 

nethylpropyl) amino] -1- (phenylmethyl) propyl) -2, 6-dinethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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cethylpropyi)aminoJ-l-(phenylEethyl)propyl)-2-cethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159005-77-3 CAPLUS 

CN Benzamide, 2-ethyl-N- ( (IS, 2R) -2-hydroxy- 3- [[ (4-nethoxyphenyl) sulfonyl) (2- 
oethylpropyl) ami no] -l-(phenylaethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159005-78-4 CAPLUS 

CN Benzamide, 2-chloro-N-( (1S.2R) -2-hydroxy-3- [ [ (4-nethoxyphenyl) sulfonyl] (2- 
oethylpropyl) amino) -1- (phenylmethyl) propyl]- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-42-5 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2-hydroxy-3- ( ( (4 -methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino) -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159005-76-2 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2 -hydroxy- 3- [ ( (4 -methoxyphenyl ) sulfonyl] (2- 
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O O 



X 

HIT P 



RN 1692B1-06-5 CAPLUS 

CN Benzamide. N- [ ( IS, 2R) -2 -hydroxy- 3- [ (3-methylbutyl) (phenylsulfonyl) amino] -1- 
(phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 216871-08-8 CAPLUS 

CN lH-Indole-5-carboxamide, N- [ 2-hydroxy-3- { [ (4 -methoxyphenyl) sulfonyl) (2- 
methylpropyl) amino]-!- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 
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NAME) 



O Bu-i OH CH2-Ph 
III II 
" N- CH2- CH- CH- NH- 1 



216871-34-0 CAPLUS 

Benzamide. 2-chloro-N- [2-hydroxy-3- ( [ (4 -methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 



°V\ O 



Bu-i OH CH2~Ph 
I I I 

S-N-CH 2 -CH-CH-NH- - 
II II 



,hC V) 



216871-40-8 CAPLUS 

Benzamide, 2-ethyl-N- (2-hydroxy-3- [[ (4 -methoxyphenyl) sulfonyl] (2- 
raethylpropyl) amino]-!- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 



°\^T\ o Bu- 

r n » J. 



OH CH 2 - Ph O 
I I 



k-j^J S- N— CH 2 - CH- CH- 



! :0 



0 \ r< ^\ 0 Bu-i 

L 111 I 



Ph-CH2 
12- CH- CH- NH— C 



XO- 



216871-46-4 CAPLUS 

Benzamide, N- [ 2-hydroxy-3- [ ( (4 -methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino) -1- (phenylmethyl) propyl] -2- (1-methylethyl) - (9CI) 
INDEX NAME) 



RN 216971-14-6 CAPLUS 

CN Benzamide, N- (2-hydroxy- 3- { [ (4-nethoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- {phenylmethyl) propyl] -2, 4-dimethyl- (9CI) (CA INDEX 
NAME) 



O Bu-i OH CH2~Ph 

I II 
S- N— CH 2 - CH- CH- NH- C 



O Bu-i OH CH 2 -Ph O 
II 1 II 
" N-CH2-CH-CH— NH-C 



JO 



216871-50-0 CAPLUS 

Benzamide, N- [2- hydroxy- 3- ( { (4 -methoxyphenyl) sulfonyl] (2- 

me thy lpropyl) amino] -1- (phenylmethyl) propyl) -2, 6-dimethyl- (9CI) 

NAME) 



RN 216871-19-1 CAPLUS 

CN Benzamide, N-[2-hydroxy-3-( { (4-nethoxyphenyl) sulfonyl] ( 2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -2, 5-dimethyl- (9CI) (CA INDEX 
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°\^r\ O Bu i OH CH2-Ph Me \/^>. 
Us. )> — S-II-CH2-CH-CH-KH — C — 

^11 II 

o o .! 



216871-56-6 CAPLUS 

Benzaaide. H- f 2- hydroxy- 3- { [ (4 -methoxyphenyl) sulfonyl] (2- 
Qethylpropyl)aaino)-l-(phenylnethyl)propyl}-2.3-dioethyl- (9CI) (CA INDEX 
MAKE) 



^\ II I 



O Bu-i OH CH2-Ph 
I II 

CH2-CH- CH-KH-C" 
U 



Me 



216871-60-2 CAPLUS 

Benzaaide. N- [2- hydroxy- 3- [ [ (4 -methoxyphenyl) sulfonyl) (2- 
methylpropyl) amino] -1- (phenylne thy 1) propyl] - 2- (methylsulfonyl) - (9CI) 
INDEX NAME) 



0 Bu-: 

r l ii i i i 



-N-CH2-CH-CH-NH- 



h No 

TO 



216871-65-7 CAPLUS 

Benzaaide, N- [ 2-hydroxy-3- [[ (4 -methoxyphenyl) sulfonyl] (2- 
raethylpropyl) amino] -1- (phenylraethyl) propyl] -3- (raethylsulfonyl) - 
INDEX NAME) 



Bu-i OH CH?- Ph 
I i I 

N— CH2- CH- CH— NH— 



216871-68-0 CAPLUS 

Benzaaide, N- ( 2-hydroxy-3- ((( 4 -nethoxyphenyl) sulfonyl] (2- 
methylpropyl) amino} -1- (phenylmethyl) propyl] -4- (raethylsulfonyl) - (9CI ) 
INDEX NAME) 



O Bu-i OH CH? - Ph 

I II 
S- N— CH2- CH— CH— KH— C 
II 



rtx 



II 

S-Me 



216871-72-6 CAPLUS 

Benzaaide, N-{ 2- hydroxy- 3- ( { (4-nethoxyphenyl) sulfonyl] (2- 
aethylpropyl) aaino) -1- (phenylaethyl)pcopyl] -2- ( (nethylsulfonyl) nethyl] - 
(9CI) (CA INDEX NAME) 



XX 



CH 2 -Ph 
O Bu-i OH C 

II I I I II 

S- N— CH2- CH— CH- NH— C 

o I? 



no 



O 



216871-77-1 CAPLUS 

Benzaaide, N-{2-hydroxy-3- [ { (4 -nethoxyphenyl) sulfonyl] (2- 

ae thylp ropy 1) aaino] -1- (phenylmethyl) propyl) -3- [ (aethylsulf onyl) nethyl] - 

(9CI) (CA INDEX NAME) 



O Bu-i OH CH 

Y) H i ii 

Ic^x 1 S- N— CH 2 - CH- CH 



TO' 



216871-02-8 CAPLUS 

Benzaaide, N-(2-hydroxy-3-( [ (4-nethoxyphenyl) sulfonyl] (2- 
oethylpropyl) aaino] -1- (phenylnethyl) propyl] -4- ( (raethylsulfonyl) methyl] - 
(9CI) (CA INDEX NAME) 



'XX 



O Bu-i OH CH 2 -Ph 
II I II 
S- N- CH 2 ~ CH- CH- NH- C- 
II II 



CH 2 -S-Me 



RN 216871-87-3 CAPLUS 
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Benzamide, N-(2-hydroxy-3-[ (3-methylbutyl) (phenylsulfonyl) aaino] -1- 
( phenylnethyl) propyl]- (9CI) (CA INDEX NAME) 



Ph-C-NH OH 0=S-Ph 
I i I 
Ph-CH 2 - CH— CH- CH 2 -N- CH 2 - CH2- CHMe2 

RN 216871-92-0 CAPLUS 

CN Benzaaide. N-(2-hydroxy-3- [ (2-nethylpropyl) (phenylsulfonyl) amino) -1- 
( phenylnethyl) propyl]- (9CI) (CA INDEX NAME) 



Ph-C-NH OH 0=S-Ph 
I I I 
Ph-CH 2 -CH-CH- CH 2 - N— Bu-i 

RN 216871-97-5 CAPLUS 

CN Benzamide, N- [ 2- hydroxy- 3- t [ ( 4 -nethoxyphenyl) sulfonyl] (2- 

methylpropyl) aaino] -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 
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XX 



O Bu-i OH CH2~Ph 

I II 
S- N— CH 2 - CH- CH- NH-C 
II 



RN 
CN 



216872-13-8 CAPLUS 

Benzamide, N- [2- hydroxy- 3- ( [ (4 -methoxyphenyl) sulfonyl] (2- 
methylpropyl) aaino] -1- (phenylmethyl) propyl] -4-methyl- (9CI) 
NAME) 



O Bu-i OH CH 2 -Ph 



LL J. 



i i 



N-CH2-CH-CH-NH- 



nx 



216872-20-7 CAPLUS 

Benzamide, N- [ 2-hydroxy-3- ( f (4 -methoxyphenyl) sulfonyl] (2- 
methylpropyl) ami no] - 1 - (phenylmethyl) propyl] -2-methoxy- (9CI) 
NAME) 



XT 



O Bu-i OH NH-C-Ph 

I II 
S- N— CH2- CH- CH- CH2~ 



216872-02-5 CAPLUS 

Benzaaide, N-( 2 -hydroxy- 3- [( (4 -methoxyphenyl) sulfonyl] (2- 
raethylpropyl) amino) -1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX 
NAME) 



Bu-i OH CH2~Ph 
I I I 

•N-CH2-CH-CH-NH- 
II II 



216872-08-1 CAPLUS 

Benzamide, N- [2- hydroxy- 3- [ [ (4 -methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -3-methyl- (9CI) 
NAME) 



O Bu-i OH CH2~Ph 0 
l>^y — S- N- CH 2 - CH- CH- NH- C rj^ X* 



216872-28-5 CAPLUS 

Benzamide, N- ( 2- hydroxy- 3- { ( (4 -methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -3-methoxy- (9CI) (CA INDEX 
NAME) 



XX 



0 Bu-i OH CH 2 -Ph 
I II 
N-CH2- CH- CH- NH— I 



XX 



RN 216872-34-3 CAPLUS 

CN Benzaaide. N- ( 2- hydroxy- 3- [ I (4-methoxyphenyl) sulfonyl) (2- 

methylpropyl) aaino] -1- (phenylmethyl) propyl] -4 -raethoxy- (9CI ) 
NAME) 



L4 ANSYER 20 OF 24 CAP LUS COPYRIGHT 2005 ACS on STN 



0 ^xr\ o Bu-i 

T iL" 1 



oh CH 2 -Ph f^^y 



-CH2-CH-CH-KH-C 



REFERENCE COUNT: 



THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSYER 21 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1996:572053 CAPLUS 
125:222459 

Preparation of bis (sulfonamido hydroxy ethyl ami no 

peptide analogs as retroviral protease inhibitors. 

Freskos. John N. ; Getoan, Daniel P.; Talley. John J.: 

Sikorski. Janes A. 

G.D. Searle and Co.. USA 

PCT Int. Appl., 160 pp. 

CODEN: PIXX02 

Patent 

English 

2 



PATENT NO. 






KIND 


0ATE 


APPLICATION NO. 




DATE 




VO 


9622287 






Al 




19960725 




VO 1996-US607 





19960118 




W: AL, 


AM, 


AT, 


AU, 


AZ, 


BB, BG, 


BR. BY, CA, CH, CN, 


CZ 


0E. DK, EE. 




ES, 


FI. 


GB, 


GE, 


KU. 


IS, JP, 


KE. KG, KP, KR, KZ, 


LK 


LR. LS, LT. 




LU, 


LV, 


MD, 


KG, 


MK, 


MN, MV, 


MX. NO, NZ, PL, PT. 


RO 


RU. SD, SE, 




SG, 


SI 


















RV: KE, 


LS, 


KV, 


SO, 


SZ, 


UG, AT, 


BE, CH, DE, DK, ES, 


FR 


GB, GR. IE. 




IT, 


LU, 


MC, 


NL, 


PT. 


SE. BF. 


BJ, CF, CG, CI. CM, 


GA 


GN. ML, MR. NE 


CA 


2210889 






AA 




19960725 


CA 1996-2210889 




19960118 


AU 


9647009 






Al 




19960807 


AU 1996-47008 




19960118 


EP 


804428 






Al 




19971105 


EP 1996-902700 




19960118 




R: AT, 


BE, 


CH. 


DE, 


DK, 


ES, FR, 


GB, GR, IT. LI. LU, 


NL 


SE. PT, IE 


JP 


11500105 






T2 




19990106 


JP 1996-522362 




19960118 


EP 


1586553 






A2 




20051019 


EP 2005-13695 




19960118 


EP 


1586558 






A3 




20051026 










R: AT, 


BE, 


CH, 


DE. 


DK, 


ES. FR, 


GB, GR. IT, LI, LU, 


NL 


SE, PT, IE 


US 


6143747 






A 




20001107 


US 1998-875025 




19980226 


US 


6384036 






Bl 




20020507 


US 2000-635896 




20000811 


us 


2003013751 




Al 




20030116 


US 2002-16607 




20020219 


us 


2004063771 




Al 




20040401 


US 2003-417340 




20030417 


IITY APPLN. 


INFO. : 








US 1995-376337 




A 19950120 
















EP 1996-902700 




A3 19960118 
















VO 1996-US607 




V 19960118 
















US 1998-875025 




Al 19980226 
















US 2000-635B96 




Al 20000911 
















US 2002-76607 




Al 20020219 



OTHER SOURCE (S) : 



MARPAT 125:222459 



OH k^ He 



R10RllNSOw(CR7R8) tCHRIC ( : Y) NR6CHR2CH (OH) CH2NR3SOxR4 [Rl - H, CH2S02NH2. 
CH2S02Me, C02Me CONH2. alkyl, haloalkyl. heterocycloallcyl, amino acid side 
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chain (deriv.), etc.; R2 - halo, N02, cyano, CF3, (substituted) alkyl, 
cycloaltcyl, cycloalkylalkyl, aryl, heteroaryl, etc.; R3 - alkyl, alkenyl, 
alfcynyl, haloalkyl, hydroxyalkyl. alkoxyalkyl, alkylthioalkyl, 
alkylsulfinylalkyl, alkylthioalkyl, arylthioalkyl. heteroaryl. etc.; R4 - 
alkyl, alkenyl, alkynyl, haloalkyl, hydroxyalkyl, alkoxyalkyl. aryl, 
aralkyl, thioalkyl, heteroaryl, heterocycloalkyl, etc.; R6, R8 - H, alkyl; 
R7 - C02H, amidino, Rl; R1R7 - atoms to form a cycloalkyl or heterocyclyl 
ring; R10, Rll - H, alkyl, hydroxyalkyl, alkoxyalkyl, cycloalkyl, 
heterocycloalkyl, aryl, aralkyl, heteroaryl, thioalkyl, alkylthioalkyl, 
etc.; R10R11N ■ heterocyclo, aralkylheterocyclo, heteroaryl, etc.; x, w « 
0-2; t - 0-6; Y - O, S. NH] , were prepd. Thus, 3- (4-morpholinosulfonyl) - 
2 (R) -methylpropionic acid (prepn. given) in DMF was treated with 
hydroxybenzotriazole, EDC, and 3 (S) -araino-1- [N- (2-methylpropyl) -N- (4- 
methoxyphenylsulfonyl) amino] -4-phenyl-2 (R) -butanol (prepn. given) to give 
title corapd. (I). I inhibited HIV protease with ICS0 - 10 nM. 

IT 169280-59-5P 169280-60-6P 169280-65-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of bis (sulf onamido hydroxyethylamino peptide analogs as 
retroviral protease inhibitors) 

RN 169280-59-5 CAPLUS 

CN Benzamide, N- ( (IS, 2R) -3- ( [ (4-aminophenyl) sulfonyl) (2-methylpropyl) amino) -2- 
hydroxy-1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 169280-60-8 CAPLUS 

CN Benzamide, N-[ (IS, 2R) -3- [{ (4-aminophenyl) sulfonyl] (2-methylpropyl) amino] - 2- 
hydroxy-1- (phenylmethyl) propyl] -3-hydroxy-2-nethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 169280-65-3 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -3- ( ( (3-aminophenyl) sulfonyl] (2-methylpropyl) amino] -2- 
hydroxy-1- (phenylmethyl) propyl] -3-hydroxy-2-methyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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TITLE: 

AUTHOR (S): 
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LANGUAGE: 
AB 



CAPLUS COPYRIGHT 200S ACS on STN 
1996:1436S9 CAPLUS 
124:288924 

(Hydroxyethyl)sulfonaaide HIV-1 Protease Inhibitors: 
Identification of the 2-Nethylbenzoyl Moiety at P-2 
Freskoa, John N-i Bertenshav, Deborah E.l Getaan, 
Daniel P.; Heintz, Robert M. ; Mischtce, Brent V.; 
Blystone, LiaaV.j Bryant. Martin L.; FuncVes-Shippy, 
Christine; Houseman, Kathyrn A.; et al. 
Departsents Medicinal Chemistry Infectious Diseases, 
Searle Discovery Research. St. Louis, MO, 63198, USA 
Bioorganic & Medicinal Chenistry Letters (1996). 6(4), 
445-50 

CODEN: SMCLE8 ; ISSN: 0960-S94X 
Elsevier 
Journal 
English 

A potent lov ool. weight series of HIV-1 protease inhibitors incorporating 
the (R)-(hydroxyethyl) sulfonamide isostere was discovered. The target 
coapds. vrere derivs. of {R- (R* . S* ) J -N- [2-hydroxy-3- [ I (4- 
□e t hoxyphe ny 1 ) su 1 f ony 1 ] ( 2 - me thy 1 p r opy 1 ) aai no J - 1 - 
(phenylaethyl) propyl] be nzaoide . 
IT 1S9005-76-2P 15900S-77-3P 159005-79-4P, 

Benzaaide, 2-chloro-N- [2-hydraxy-3- [ | (4-oethoxyphenyl) sulfonyl] (2- 
Bethylpropyl) ani no] -1- (phenylaethyl) propyl) , (R- (R* , S* ) ] - 
1S9006-33-4P 1590O6-42-SP 1S9006-43-6P 
159006-44-7? 1590O6-45-8P, Benzaaide, 

N- [2-hydroxy-3- { ( (4-methoxyphenyl) sulfonyl] (2-nethylpropyl) amino) -1- 
(phenyloethyl) propyl] -2-methoxy, [R-(R',SM]- 169280-40-4P 
169280-77-7P 169281-0S-7P 1692B1-11-2P 
17S659-S8-2P 173659-59-3P 17S6S9-60-6P 
175659-61-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); BIOL (Biological 
study); PREP (Preparation) 

((hydroxy! ( (oethoxyphenyl) sulfonyl] (oethylpropyl) amino] (phenylmethyl)pr 
opyl]benzamides as HIV-1 protease inhibitors) 
RN 15900S-76-2 CAPLUS 

CN Benzaaide, N- ( ( IS, 2R) -2- hydroxy- 3- [ [ (4 -nethoxyphenyl) sulfonyl] (2- 

nethylpropyl) amino] -1- (phenylmethyl) propyl) -2-nethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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V/ ! 

i-Bu OH 




RN 159005-78-4 CAPLUS 

CN Benzaaide, 2-chloro-N- { (IS, 2R) -2-hydroxy-3-{ { (4 -oethoxyphenyl) sulfonyl] (2- 
eethylpropyl) amino] -1- (phenyloethyl)propylj- (9CI) (CA INDEX NAME) 

Absolute stereocheaistry. 




RN 159006-33-4 CAPLUS 

CN Benzaaide, N- [ 2-hydroxy-3- [ [ (4 -oethoxyphenyl) sulfonyl] (2- 

oethylpropyl) amino) -1- (phenylaethyl) propyl] -2- (1-oethylethyl) -, 
[R-(R',SM1- (9CI) (CA INDEX NAME) 

Absolute stereocheaistry. 




RN 
CN 



159006-42-5 CAPLUS 

Benzamide, N-[ (IS, 2R> -2-hydroxy-3- [ [ (4-methoxyphenyl) sulfonyl) (2- 
methylpropyl) amino) -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAHE) 



Absolute stereochemistry. 



RN 159005-77-3 CAPLUS 

CN Benzamide, 2-ethyl-N-[ (IS, 2R) -2-hydroxy-3- [ [ ( 4-methoxyphenyl) sulfonyl) (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159006-43-6 CAPLUS 

CN Benzamide. N- 1 (15, 2R) -2-hydroxy-3- ([ (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino) -1- (phenylmethyl) propyl] -3-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereocheaistry. 




RN 159006-44-7 CAPLUS 

CN Benzamide, N- { 2-hydroxy-3- [ { (4-methoxyphenyl) sulfonyl J ( 2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -4 -methyl-, (R- (R* , 5* ) } - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-45-8 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2-hydroxy-3- [[ (4-methoxyphenyl) sulfonyl] (2- 

nethylpropyl) amino] -1- (phenylmethyl)propyl] -2-methoxy- (9CI) (CA INDEX 
NAME) 
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RN 169280-40-4 CAPLUS 

CN Benzamide, 3-hydroxy-N- [ (IS, 2R) -2-hydroxy-3- [[ (4-methoxyphenyl) sulfonyl) (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 169280-77-7 CAPLUS 

CN Benzamide, 4-amino-N-( (IS, 2R) -2-hydroxy-3- [ [ (4 -oethoxyphenyl) sulfonyl) (2- 
oethylpropyl) ami no) -1- (phenyloethyl) propyl) -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 169281-08-7 CAPLUS 

CN Benzamide, 3-amino-N- [ (IS, 2R) -2-hydroxy-3- [ [ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino) -1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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i-Bu OH 



RN 169281-11-2 CAPLUS 

CN Benzamide, 5-aai no-N- { ( IS, 2R) -2-hydroxy-3- { [ (4 -raethoxyphenyl) sulfonyl] (2- 
methylpropyl) amino) -l-(phenylmethyl)propylJ-2-Bethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 175659-58-2 CAPLUS 

CN Benzamide, N- [ 2 -hydroxy- 3- [ [ (4 -ne th oxy phenyl ) sulfonyl] ( 2- 

methylpropyl) amino] -1- (phenylmethyl) propyl J -2- (trifluoromethyl) -, 
(R-<R«,S*)1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 175659-60-6 CAPLUS 

CN Benzamide. 4-hydroxy-N-{2-hydroxy-3- [{(4 -oethoxyphenyl) sulf onyl) (2- 

oethylpropyl) amino) -1- (phenylmethyl) propyl] -2-methyl-. (R- (R'.S")] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 175659-61-7 CAPLUS 

CH Benzamide. 5-hydroxy-N-(2-hydroxy-3- ( [ (4-methoxyphenyl) sulf onyl] (2- 

methylpropyl) amino) -1- (phenylmethyl) propyl] -2-methyl-, ( R- (R* , S" ) I - (9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 175659-59-3 CAPLUS 

CN Benzamide, 2-hydroxy-N- ( (IS, 2R) -2 -hydroxy- 3- [ [ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino) -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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: Y)NR6CHR2CHOHCH2NR3S(:0)xR4 [I: 
R3-H; 



OTHER SOURCE(S): MARPAT 123:279761 

AB Hyroxethylamino sulfonamide COapds . AC{ 

R2- (substituted) alkyl, aryl, cycloalkyl, cycloalkylalkyl, aralkryl; 
R3.R4-R2, alkenyl, alkynyl, heterocycloalkyl, -aryl, -aralkyl, 
-cycloalkyalkyl; R6-H. alkyl; x-1,2; Y-O. S; A-RO, R; R-alkyl, alkenyl; 
(hetero) aryl, cycloalkyl, cycloalkylalkyl, aralkyl, NH2, mono- or 
disubstituted amino, etc.] are effective as retroviral protease 
inhibitors, and in particular as inhibitors of HIV protease. Many 
inhibitors were prepared by (1) preparing an N-protected amino epoxide and 



(2) 



reacting this with an amine and (3) preparing a sulfonamide by reacting with 
a sulfonyl chloride or sulfonyl anhydride in the presence of an acid 
scavenger. The amino function of the sulfonamide was then (4) deprotected 
and (5) reacted with a carboxylate. In vitro HIV protease assays with 
these compds. revealed inhibitors with IC50's as low as 1.4 nM, e.g. 
[l$-[lR*(S*).2S*n-I (A-p-MeOC6H4CH20CONHCH2CHMe; Y-O; R6-H; R2-benzyl; 
R3-3-oethylbutyl; x-2; R4-phenyl) . 

159005- 75- IP 1S9005-76-2P 159005-77-3P 
J.59005-78-4P 159006-28-7P 159006-29-8P 

159006- 31-2P 159006-33-4P 1S9006-34-5P 
159006-35-6P 159006-36-7P 1S9006-37-8P 
159006-38-9P 159006-39-OP 1S9006-40-3P 
159006-41-4P 159006-42-5P 159006-43-6P 
159006-44-7P 159006-45-8P 159006-46-9P 



L4 ANSWER 23 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
159006-47-OP 169280-38-0P 169280-39-1P 
169280-40-4P 169280-44-8P 169280-59-SP 
169280-60-8P 169280-S5-3P 169280-70-OP 
169280-74-4P 169280-75-5P 169280-76-6P 

169280- 77-7P 169280-78-BP 169281-06-5P 
169291-07-6P 169281-08-7P 169281-09-BP 

169281- 10-1P 169281-11-2P 169281-12-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(hydroxyethylamino sulfonamides useful as retroviral protease 
inhibitors) 
RN 159005-75-1 CAPLUS 

CN Benzamide, N- ( (IS, 2R) - 2-hydroxy- 3- ( ( (4-methoxyphenyl ) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -2, 6-dinethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159005-76-2 CAPLUS 

CN Benzamide, N- [ ( IS, 2R) -2-hydroxy-3- ( [ (4-raethoxyphenyl) sulfonyl] (2- 

methylpropyl) amino) -1- (phenylmethyl) propyl] -2-nethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159005-77-3 CAPLUS 

CN Benzamide, 2-ethyl-N-[ (1S.2R) -2- hydroxy- 3- ( { ( 4 -methoxyphenyl) sulfonyl ] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159005-79-4 CAPLUS 

CN Benzamide, 2-chloro-N-{(lS. 2R) -2-hydroxy-3- [ { (4-uethoxyphenyl) sulfonyl] (2- 
methylpropyl) amino) -1- (phenylmethyl) propyl}- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-28-7 CAPLUS 

CN lH-Indole-5-carboxaaide, N- [2-hydroxy-3- [ [ (4 -methoxyphenyl) sulfonyl] (2- 
raethylpropyl) amino] -1- (phenylmethyl) propyl]-. {R-(R*.S')]- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 159006-29-8 CAPLUS 

CN Benzamide, N- [2-hydroxy-3- { [ (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylraethyl) propyl] -2, 4 -dimethyl-, {R-(R*,S") J- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159006-31-2 CAPLUS 

CN Benzaaide. H- {2- hydroxy- 3- ( [ (4-methoxyphenyl) sulfonyl) (2- 

nethylpropyl) amino) -1- (phenylmethyl) propyl) -2, 5-diaethyl-, {R-(R*,S*) 1 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-33-4 CAPLUS 

CN Benzamide. N-[2-hydroxy-3-( ( (4 -methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl) -2- (1-nethylethyl) -. 
[R-(R'.S')]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-34-5 CAPLUS 

CN Benzamide, N- ( 2-hydroxy-3- ((( 4 -methoxyphenyl) sulfonyl] (2- 

nethylpropyl) amino) -1- (phenylmethyl) propyl) -2. 3-dimethyl-, {R-(R* ,S*) ) 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 159006-35-6 CAPLUS 

CN Benzamide, N-(2-hydroxy-3-( { (4 -methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino) -1- (phenylmethyl) propyl} -2- (methylsulfonyl) -, 
[R-(R'.S*)1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159006-36-7 CAPLUS 

CN Benzamide, N- ( 2-hydroxy-3- ([ (4 -methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino) -1- (phenylmethyl) propyl] -3- (methylsulfonyl) -, 
[R-(R*,S*)1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-37-8 CAPLUS 

CN Benzamide, N- ( 2- hydroxy- 3- ( [ (4 -methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino) -1 - (phenylmethyl) propyl] -4 - (methylsulfonyl) - . 
[R-(R«,S*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-38-9 CAPLUS 

CN Benzamide, N- [2-hydroxy-3- [ ( (4-methoxyphenyl) sulfonyl) (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -2- [ (methylsulfonyl) methyl] -, 
(R-(R*,S*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159006-39-0 CAPLUS 

CN Benzamide, N- [2- hydroxy- 3- ( [ (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -3-( (methylsulfonyl) methyl] 
[R-(R',S»)J- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-40-3 CAPLUS 

CN Benzamide, N- [2-hydroxy-3- [ { (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino} -1- (phenylmethyl) propyl] -4- [ (methylsulfonyl) methyl) 
[R-(R*.S*)1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-41-4 CAPLUS 

CN Benzamide, N- [2-hydroxy-3- ( (2-methylpropyl) (phenylsulfonyl) amino] - 1- 
(phenylmethyl) propyl)-, [R-(R',S*)J- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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= 0 OH 




i-Bu 



RN 159006-42-5 CAPLUS 

CN Benzamide. N-J (IS, 2R) -2-hydroxy-3- [ [ ( 4 -methoxyphenyl) sulfonyl] (2- 

nethylpropyl) amino]-! -(phenylmethyl) propyl]- (9CI) (CA IN0EX NAME) 



Absolute stereochemistry. 



W// 

XT- 



o 

Hy^^ p 



RN 159006-43-6 CAPLUS 

CN Benzamide. N-( (IS, 2R) -2-hydroxy-3- [ [ (4 -methoxyphenyl) sulfonyl] (2- 

raethylpropyl) amino] -l-(phenyloethyl) propyl] -3-raethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159006-44-7 CAPLUS 

CN Benzamide, N-[2-hydroxy-3-{ { (4-methoxyphenyl) sulfonyl] (2- 

me&hylpropyl) amino) -1- ( phenylme thy 1) propyl] -4 -methyl-, [R- (R* , S* ) ] - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 1 59006-4 5-8 CAPLUS 

CN Benzamide, N- | (IS, 2R) -2- hydroxy- 3- ( { ( 4 -methoxyphenyl) sulfonyl] (2- 

nethylpropy 1) amino] -1- (phenylme thyl) propyl] -2-cethoxy- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159006-46-9 CAPLUS 

CN Benzamide, N- ( (IS, 2R) -2- hydroxy- 3- [ { ( 4 -methoxyphenyl) sulfonyl) (2- 

methylpropyl) amino] -1- (phenylmethyl) propylj -3-methoxy- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159006-47-0 CAPLUS 

CN Benzamide, N- [2-hydroxy-3- [ [ (4 -inethoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -4 -me thoxy-, [R- (R* ,S*)J - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 169280-38-0 CAPLUS 

CN Benzamide, 4- (dine thyl ami no) -N- 1 (IS, 2R) -2-hyd roxy-3- 11(4- 

methoxyphenyl) sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -2- 
methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 169280-44-8 CAPLUS 

CN 6-Benzothiazolecarboxamide, 2-amino-N-( (1S.2R) -2-hydroxy-3- ( [ (4- 

methoxyphenyl) sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



W// 





RN 169280-39-1 CAPLUS 

CN Benzamide, N-[ (IS. 2R) -2-hyd roxy-3- [[ ( 4 -hyd roxypheny 1) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl) -2-raethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




169280-40-4 CAPLUS 

Benzamide. 3-hydroxy-N- [ (1S.2R) -2-hydroxy-3- [ ( (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX 
NAME) 



RN 169280-59-5 CAPLUS 

CN Benzamide, N- ( (IS, 2R) -3- [ [ (4-aminophenyl) sulfonyl] (2-methylpropyl) amino) -2- 
hydroxy-1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 169280-60-8 CAPLUS 

CN Benzamide, N-( (IS, 2R) -3-( { (4-aainophenyl) sulfonyl] (2-methylpropyl) amino] -2- 
hydroxy- 1- (phenylme thy 1 ) propyl) -3-hydroxy-2-oe thyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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RN 169280-65-3 CAPLUS 

CN Benzamide, M-{ (IS. 2R) -3- [ [ (3-aainophenyl) sulfonyl] (2-nethylpropyl) aaino] -2- 
hydroxy-1- (phenylmethyl) propyl) -3-hydroxy-2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 169280-70-0 CAPLUS 

CN Benzaaide. 3-aaino-H- 1 ( IS, 2R) -3- [ [ (2, 3-dihydro-S-benzofuranyl) sulfonyl] (2- 
aethylpropyl) aaino) -2-hydroxy-l- (phenylnethyl) propyl) -2-methyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 





\\// 



RN 169280-74-4 CAPLUS 

CN Benzaaide, 3-amino-N- [(lS»2R)-3-((l. 3-benzodioxol-5-ylsulf onyl) (2- 

Bethylpropyl) aaino) -2- hydroxy- 1- (phenylnethyl) propyl) -2-nethyl- (9C1) 
INDEX NAME) 

Absolute stereochemistry. 




RN 1692B0-75-5 CAPLUS 

CN Benzaaide, N- [ (IS, 2R) -3- ( (1 , 3-benzodioxol-5-ylsulf onyl ) (2- 

methylpropyl) amino] -2-hydroxy-l - (phenylnethyl) propyl) -4-hydroxy-2-methyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 169280-76-6 CAPLUS 

CN Benzaaide, N- [ (IS, 2R) -3-{ (1, 3-benzodioxol-5-ylsulfonyl) (2- 

sethylpropyl) amino) -2-hydroxy-l- (phenylnethyl) propyl) -3-hydroxy-2-oe thyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




i-Bu l^^J O 



RN 169280-77-7 CAPLUS 

CN Benzaaide, 4-amino-N- [ ( IS, 2R) -2- hydroxy- 3- [ { (4 -oethoxyphenyl) sulf onyl) (2- 
oe thy lpropyl) amino] -1- (phenylnethyl)propyl) -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 169280-78-8 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2-hydroxy-3- [ f (4-methoxyphenyl) sulfonyl] (2- 

ne thy lpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl-4-nitro- (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 169281-06-5 CAPLUS 

CN Benzamide, N-[(lS,2R)-2- hydroxy- 3- [ (3-methylbutyl) (phenylsulfonyl) amino] -1- 
(phenylraethyl) propyl)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 169281-07-6 CAPLUS 

CN Benzamide, N-{ (IS, 2R) -2-hydroxy-3- (( (4-raethoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl-3-nitro- (9CI) 
INDEX NAME) 

Absolute stereochemistry. 
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^ NMe2 




RN 169281-10-1 CAPLUS 

CN Benzamide, N-( (IS, 2R) -2-hydroxy-3- { [ (4 -oethoxyphenyl) sulfonyl] (2- 

roethylpropyl) amino] -1- (phenylmethyl)propyl] -2-nethyl-5-nitro- (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 





RN 169281-08-7 CAPLUS 

CN Benzamide, 3-amino-N- [ (IS, 2R) -2-hydroxy-3- ( I (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -l-(phenylmethyl) propyl] -2-methyl- (9C1) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 169281-09-8 CAPLUS 

CN Benzamide. 3- (dimethylaaino) -N- [ (IS, 2R) -2-hydroxy-3- [ ( (4 - 

methoxyphenyl) sulfonyl] (2-methylpropyl) amino] -1- (phenylnethyl) propyl] -2- 
methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 169281-11-2 CAPLUS 

CN Benzamide, 5- ami no-N-[(lS,2R) -2- hydroxy- 3- [ ( (4-methoxyphenyl) sulfonyl ] (2- 
nethy lpropyl) amino) -1- (phenylmethyl) propyl) -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Ph 




RN 169281-12-3 CAPLUS 

CN Benzamide, 5- (dimethylamino) -N-[ (1S.2R) -2- hydroxy- 3- [ [ (4- 

methoxyphenyl) sulfonyl) (2-methylpropyl)amino) -1- (phenylmethyl) propyl] -2- 
methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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US 


2002-157019 




20020530 


US 


6646010 




B2 




20031111 












us 


2004044047 




Al 




20040304 




us 


2002-199481 




20020722 


US 


68469S4 




B2 




20050125 












US 


69242B6 




Bl 




20050B02 




us 


2003-633376 




20030804 


US 


2004229922 




Al 




20041118 




us 


2004-812343 




20040330 
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US 2005267171 Al 20051201 US 2005-110943 20050421 

PRIORITY APPLN. INFO.: US 1992-934984 A2 19920825 

EP 1993-923714 A3 19930824 

US 1993-110911 A2 19930824 

VO 1993-US7814 V 19930824 

US 1994-204827 A2 19940302 

US 1994-204872 B2 19940302 

US 1994-294468 Al 19940823 

VO 1994-US9139 V 19940823 

US 1995-451090 A3 19950525 

US 1999-288080 Al 19990408 

US 2001-798255 Al 20010305 

US 2002-157019 Al 20020530 

US 2002-199481 A3 20020722 

US 2003-633376 Al 20030804 

OTHER SOURCE (S): MARPAT 121:301324 

GI 



Y R2 




AB Title compds. [I and II; R - H, alkoxycarbonyl, aralkoxycarbonyl, 
alkylcarbonyl, cycloalkylcarbonyl, heterocyclylcarbonyl, 
heteroaryloxy alkyl, hydroxyalkyl, aryl. alkyl, alkenyl, alkynyl, 
substituted arainocarbonyl, etc.; R* • H, R3, R"S02; RR'N - heterocyclyl, 
heteroaryl; Rl - H, CH2S02NH2, CH2C02Me, C02Me, CONH2. CMe2SH, alkyl, 
haloalkyl, alkenyl, alkynyl, cycloalkyl, amino acid side chains, etc.; 
Rl', Rl" - H, Rl; 1 of Rl*. Rl " together with Rl form a cycloalkyl 
radical; R2 - (substituted) alkyl, aryl, cycloalkyl, cycloalkylalkyl, 
aralkyl; R3 - H, alkyl, haloalkyl, alkenyl. alkynyl, hydroxyalkyl, 
alkoxyalkyl, cycloalkyl, heterocycloalkyl, heteroaryl, aryl, aralkyl, 
heteroaralkyl, (substituted) aminoalkyl, etc.; R4 - R3, except H; R6 - H, 
alkyl; x - 0-2; t - 0. 1; Y - 0, S, imino), were prepared Thus, title 
compound (III, solution phase preparation given) inhibited HIV protease 

with IC50 - 
16 nM. 

IT 159005-75- IP 159005-76-2P 159005-77-3P 
159005-78-4P 159006-28-7P 159006-29-8P 
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1S9006-31-2P 159006-33-4F 1S9006-34-5P 
159006-35-6P 159006-36-7P 159006-37-8P 
159006-38-9P 159006-39-OP 159006-40-3P 
159006-41-4P 1S9006-42-5P 159006-43-6P 
159006-44-7P 159006-45-8P 159006-46-9P 
159006-47-OP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(prepn. of, as HIV protease inhibitor) 
RN 159005-75-1 CAPLUS 

CN Benzauu.de, N- ( (IS, 2R) -2- hydroxy- 3- ( ( (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -2, 6-dimethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159005-76-2 CAPLUS 

CN Benzamide, N- [ ( IS, 2R) -2- hydroxy- 3- [ [ (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159005-77-3 CAPLUS 

CN Benzamide, 2-ethyl-N- [ (IS, 2R) -2-hydroxy-3- [[ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl ) ami no] -1- (phenylmethyl) propyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159005-78 -4 CAPLUS 

CN Benzamide, 2-chloro-N- { (IS. ZR) -2-hydroxy-3- [ I (4 -oethoxyphenyl) sulfonylj (2- 
isethylpropyl) amino] -1- (phenylmethyl) propyl)- <9CI) (CA IMDEX MAKE) 

Absolute stereochemistry. 




RN 159006-28-7 CAPLUS 

CN lH-Indole-5-carboxamide, N- [2-hydroxy-3- (( (4 -nethoxyphenyl) sulfonylj (2- 
methylpropyl) amino) -1- (phenylmethyl) propyll-. (R-(R'.S')}- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 159006-29-8 CAPLUS 

CN Benzamide. N- [ 2- hydroxy- 3- [ { (4 -oethoxyphenyl) sulf onyl J ( 2- 

raethylpropyl)amino) -1- (phenylmethyl) propyl] -2. 4-dinethyl-. { R- (R* . S* ) ] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1S9006-31-2 CAPLUS 

CN Benzamide, N- [2-hydroxy-3- { [ (4-methoxyphenyl) sulfonylj (2- 

nethylpropyl) amino] -1- (phenylmethyl) propyl] -2, 5 -dimethyl-, [R- (R* , S* ) J - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159006-33-4 CAPLUS 

CN Benzamide, N-{ 2- hydroxy- 3- [[ (4-nethoxyphenyl) sulfonylj (2- 

methylpropyl) amino] -1- (phenylnethyl) propyl] -2- (1-oethylethyl) 
[R-(R».SMJ- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-34-5 CAPLUS 

CN Benzamide, N-(2-hydroxy-3- {{ (4-nethoxyphenyl) sulf onyl) (2- 

nethylpropyl) amino) -1- (phenylnethyl) propyl] -2. 3-dinethyl-, [R- (R* , S* ) ] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-35-6 CAPLUS 

CN Benzamide, N- [2-hydroxy-3- ([ (4-nethoxyphenyl) sulf onyl) (2- 

methylpropyl) amino] -1- (phenylnethyl) propyl) -2- (nethylsulf onyl) 
[R-(R*,S*)J- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159006-36-7 CAPLUS 

CN Benzamide, N- (2- hydroxy- 3- ( ( (4-methoxyphenyl) sulf onyl] (2- 

nethylpropyl) amino) -1- (phenylnethyl) propyl] -3- (methylsulfonyl) - , 
(R-(R',S*)J- (9CI) (CA 1N0EX NAME) 

Absolute stereochemistry. 



MeO' 




RN 159006-37-8 CAPLUS 

CN Benzamide, N- [2-hydroxy-3- [ [ (4-nethoxyphenyl) sulfonylj (2- 

methylpropyl) amino) -1- (phenylmethyl) propyl) -4- (methylsulfonyl) -, 
[R-(R*,S«)J- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-39-9 CAPLUS 

CN Benzamide, N- |2-hydroxy-3- [[ (4-nethoxyphenyl) sulf onyl] (2- 

methylpropyl) amino) -1- (phenylmethyl) propyl] -2- [ (methylsulfonyl) methyl] -, 
(R-(R*.S*)J- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159006-39-0 CAPLUS 

CN Benzamide, N- l2-hydroxy-3- [ ( (4-nethoxyphenyl) sulfonylj (2- 

nethylpropyl) amino) -1- (phenylnethyl) propyl] -3- ( (methylsulfonyl) nethyl) -, 
[R-(R*,S*)J- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-40-3 CAPLUS 

CN Benzamide, N- (2-hydroxy-3-{ { (4-methoxyphenyl) sulf onyl] (2- 

methylpropyl) amino) -1- (phenylmethyl) propyl] -4- [ (methylsulfonyl) methyl] -, 
(R-(R',S*))- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-41-4 CAPLUS 

CN Benzamide, N- J 2-hydroxy-3- [ (2-methylpropyl) (phenylsulf onyl) amino] -1 
(phenylmethyl) propyl]-. (R-(R*.S»)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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S=0 OH 




RN 159006-42-5 CAPLUS 

at Benzamide. N- [ (IS. 2R) -2-hydroxy-3- ( ( (4-nethoxyphenyl) sulf onyl] (2- 

nethylpropyl) amino] -1- (phenylnethyl) propyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-43-6 CAPLUS 

CN Benzanide, N- [ (IS, 2R) -2-hydroxy-3- ( { (4-methoxyphenyl) sulf onyl] (2- 

methylpropyl) amino) -1- (phenylnethyl) propyl) -3-nethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




Me 



RN 159006-44-7 CAPLUS 

CN Benzamide, N- (2-hydroxy-3-[ { (4-oethoxyphenyl) sulf onyl) (2- 

methylpropyl) amino) -1- (phenylnethyl) propyl} -4 -methyl-, [R- (R* , S*) ] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-45-B CAPLUS 

CN Benzamide, N- ( (IS, 2R) -2-hydroxy-3- { [ (4-oethoxyphenyl) sulf onyl] (2- 

oethylpropyl) amino] -1- (phenyloethyl) propyl] -2-oethoxy- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 159006-46-9 CAPLUS 

CN Benzamide, N- [ (IS. 2R) -2-hydroxy-3- [[ (4-nethoxyphenyl) sulf onyl) (2- 

oethylpropyl) amino) -1- (phenylnethyl) propyl] -3-oethoxy- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




OMe 



RN 159006-47-0 CAPLUS 

CN Benzamide, N- {2-hydroxy-3- [ { (4-methoxyphenyl) sulf onyl] (2- 

methylpropyl) amino) -1- (phenylnethyl) propyl] -4-methoxy-, (R-(R*,S*)}- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSVER 24 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 




